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[ W It If * cr> Jg H ] 

1 - "I ¥L » m lz i3 ft ft PS A * % IS -t ft ft ft ^ X *l K A t= (t 4 IL-8S fit M tf5 ffi 

3 . m ?l n ft ** t h -c- £ ft it m im 10 ft m . 

4 . IL-8SiO'J#'IL-8£JS tft:ff*I**fttt£FlWt-&«*Hl<Offiffl. 

5 . IL-8» St JW # # * « K J: 4 IL-8^ ffittX5^^--tf»m*ffi*rSif*3Sl 

6 . I L-8S fit JW # b h Iff ^ m fc ft -t ft b M L-8«0 IS * PI * f ft It * JH 1 tf> « ffl 

7 . ± ib in #i # iff ?l tt m t & w- ft « a o si ?m m t m ?l tt m t a ^ $ ft ft is * e 1 

8 . ±E3iffl*iiW?L»«itfett4i|IA«0»ffia(c"«?L»fll(ca*S*tSif*^l 

9 . IL-8tefiE3'J#fit IL-8fitflcT-ft ft If Ml^ffiffl . 

10. miL-&mikvt j ? /ufitffc-cft ft n mii^-ffiffl . 

11. fitIL-8Sflc*«^^ 9 BEASTS) ft If ^HlOcOffiffl . 

12. KlL-8K#*»b h -ft St f«c T ft ft If *If 10<OM . 

13. KIL-8K#;^'6G4.2. 5cOffl«fi^Jg«« ^ S^lf ^IllO^ffiffl . 

14. Si IL-8RflEj&« 5. 12. 140) ffl »off *JilOtf)ffiffl . 

15 . nf ?L i& ft fc I L-8JS ifi;ffl<3*#**K^4£fc£*tr«ai!r«^fc«-4*A 
<o f& 9 i* . 

16 . US A T V )V - tt Big A T ft ft If * H 1 SO i£ . 

17. nf *L»«**h h Tft ft If ^^15<7)^&« 

18 . IL-8JS til ffl 3&» I L-8t~ IE t ft *F * $t j£ -ft tt * ffi W T ft If S II 15<D m . 

19 . il-8«f fit *q # 4T + SR t i ft il-8^- fcttx5**--<fftaj*lfiWi-Sii!##l5 

20 . I L-8S fit Jffl # b h JJ * $ fc *f -t ft b M L-8c?) ft * ffl. * § ff ^ Jf 1 5CO ^ j£ 
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21 . i L-8js m m ifi m ?l m m c ts tt a « ,& o % je m t a # s n s it * « is« ^ a . 

22 . IL-8» tt ffl s&* « ¥L » ft (= tJ ft & « A « % 3fi ft t fft Jj- § tl & M * « 150) * ffi . 

23. IL-8teffi^#'fiUL-8fitttT'& S ft * II 1 5^ £ . 

24. fit iL-8#t y;n-t/i!t*t*^ If *]R23CO^r^ . 

25. KlL-8lS#:a*=af * 9JSl*"C» S if * H 24<7) 2r m . 

26. BEIL-SKflc* 1 t N itmtkT$> h If * If250?f & . 

27. KlL-8tfl;***6G4.2. 50 ffl ffi '[4 ^ « * * ft of* IJj 2 4 f£ ffl . 

28. St il-8K**«5.i2. ncomm^mmmm^ n^m^m24comm . 
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i mm mm^ mm] 

% m <r> m 

*ffiI!iSO^oU >-8(IL-8)fii#0 =fc 3 * IL-8ftfiL?M t , % ffi tt SI A 

56 m co w * 

>f y ^ - a -f =>f y-8(IL-8) « , Ifeffitt^f^x-^-CBtTHI^^riHflBCJ: 

o X £ ft 6 U ^ f&M Ittt^ 7° -f- V X & £ (Hebert^ , Cancer Investigation 1 

1(6) :743(1993)> . IL-814, fi£ A tt Of © ffi it ffi M P (ARDS) . E it ffi It a -v 9 ^ 

lx co x ? ft&m&mg.cDmmiz&^x . ts^sasifc 

Jfi ffi * * » # s . 

Sticherling^ , (J. Immunol . 143 : 1628 ( 1 989) ) 14 „ IL-8(C M T h EH O <7) ^ 7 ? O 
— •*-fl'iftttO£Ki:S|#tt*BI!jj*LTHS. 1992^ 3fl 19 B t EH 5 ix^W092/0437 
2(4 s IL-8fc IL-8cO^T^ K M U fle 0) g # * & M SB & t= ^ ffl S *° 'J ? n - i~ fV 

U^l). St. JohnU (Chest 103 : 932 ( 1993) ) {4 , U I L-8fit * <7) if 4 fi*J =5: ^ g? ± CO 
ffiffl £ frtf ARDS. Jftj(llffitt^ay^^L'C#*tt»W»Sl^^fc*t'tSftaJ&* 
£ ^ b" a — L T & . Sekido^ , (Nature 365 : 654 ( 1993) ) ii „ IL-8CS t S ^ / 

lligant? (J. Immunol. 150 : 5585 ( 1993) ) {4 . 5 >y h X CO 'A & 14 B % W tZ tS (t ■§> „ t 
hIL-8t:M^S^X5^y^n-^;t/fiif*:c>0fjeJt5»S*ffl*L.T^S o 
* % h| o £ i l-8^E y ? cr - /US flc it , ffi « ft ffi ife ti J: V "A & tt M £ & « i 

JD i. T K I L-8tit * t4 I L-8C0 T v -fc -f t #f "f & M M t Ltitfflt*S. Milf 
, Sticherling^ ( Arc h . Der ma to 1 . Res . 284 : 82 ( 1992 ) ) (4 , & ffi ffl « -f t ^ 6<J W ^ t£ 
$5 If & UM b L X cotAllS^ y ? a - -f- >V>ijifocr>&m & Sr m^r: t T S . Ko^ (J 
. I mm 
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unol. Methods 149 : 227 (1 992) ) li , I L-8fc2 M "f h El fl W * ft £ tt jt & (EL I SA) C £ 
W 4 KS5 i: L T cofit IL-S^E y ? o --^/kfit#:cOfiSffl}£ * L T ^4 . 

$ t> tz * % m it . fit I L-8* y ? a - ;W fit * * tr I L-8te fit M # JB. <0 S fc: 

isv^-ci&SE^wtffl^wi; t *■ m m -t & . 
is he m 

* % bj§ « % «?BCt»i«) IL-8S ttMta#tiii: t*tfA#(cfi(t*'B 
JR«0j&*&t!i«^*. « «0 l± Hf A O «S«r *J J: /4 14 « t A# t= I 

L-ss k so * tft # -r 4 £ t * s ft -t h . 
- 1 1 ii , * % bj a st i L-8fit # $■ ffl v> tz « a co & m m * s « -r 4 . 

H^S-Itli, *l£BjmiL-8«*T4>«^S£^£PI1l : lf-4 IL-8^fitM£ffl 

■t 4 i l-8js fit m * ffl ^ «: w & <o j& 9! a * ii « -r s . 
n. w -r 4 i L-8& fit m * m ^ tz ji <»5 m m m it m m -t 4 . 

H m co flff * & II 0J3 

Hl(i*f «f«tc ± 4 lL-8^-fttta: 5y.:?--fc:;!&cai<0, fitlL-8^ / ?n-t^St 
H2fi: 1 25 I-IL-80*? + S|Sfc:*t-$-6IS-£<a s ^5 ^/HL-8t i I, a* ^ St /5 
H 3(4 Fabfcl "7 7 f t S ^ # f < ~f y -i V ^ ■'f 7 i ! , 125 I -I L-8C0 fc h if tfr 5£ 

H4(4 1 25 I-IL-8C0HF * SR C tt-t 4 ^ ^ CO . lit/tik/'J -y h /MnM) <9 ¥ % I C 
5 o * # y 9 5.12. UFabfc: i S if J *t ^' 7 7 t & I. . 

I5li 1 25 1-IL-8tf5ff 4»SR(=*frS*S-&«, 50%JS^ffl. « ( I C 5 0 ) £ L 31 tf 4 & 
4fr t & S i: $ it 4 ¥ % Wk & ifi 7 . 5nMf fo 4 * * 7 6G . 4 . 25Fab iz J: £ ffi W £ * ^ 

i6(ifc h IL-8^-ffiffiSf tf^^^tt*?) , y 9 6G4. 2. 5Fabfc J; 1^5. 12. 14FabfcI 
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4 

4 pi 9 * m m t h . 

B7ii') IL-8^-ffittff tf SS^-fttt 5" aW-r-S^AfiO^f^ 9 6G4.2.5Fab&tX 

* 5 5. 12. 14Fab<3ffl*f Wf6;fc| *■ IS 4 . 

0 8(4 « * £ » S co b h £ 4 V ^ -9- <¥ IL-8fc 4 h , b ffft«i^«X7X^ 

— -tfsttiKojwatsa^. x^^^ — -ifjscaj^fflstwisfflti 405-9- y ^ - ^ - <») 

^COM^i^ll (SEM) * «f . 

I9lit h IL-81C 4 -oXMWl^titzt h ff *«>!i^ 7 X ^ - t'IS:a5 & If 
t4, * J* =7 6G4.2.5Fabi5 4 If*? * 5 5. 12. 14Fab<7)^;fj £ ^ ^ 5 7 T * 4 . * 
CDS£M<4 lOOnMco IL-8»M C A -5 Tf * HI 3 ft* x 5 X ^ - *KiB« A--b 

Bt=ISItS*i.fcHo<oas:«o|gi|(©T%±SEMt^-r. 1 c 6 „ « li 0 -o tfwt 5 ;* — 

y - £ y -f >y h£-£Ttf-ff£il?t. 

H lOli ^ -9" I L-8fc J; itliSftfct hift|t3*3&»<!>wx5X^--tfa[as*Bi. 
St S , ^ .X 5 6G4.2.5Fabfe J; ^ ^ 5 5.12. 14FabCD ffl M W |g * ^ St^7 7 t 
fcS. -5- «0 JSSJi lOOnMW IL-8#il| tC«t-aT**mS*l4X5^^— -tfifctHO^ 

T H & 4 HtS»S*ifcH-5iii5i4«5S6*tf3T%±SEHtftt. I c 5 „ ffl 14 0 o co 

a-j CD 11 j& § H 1K4 ^ -9" ¥if OFtttt B§i£ * x ^ fc ft § JilT <?> ^° 5 * - ? 
-Jit-a»/7 7T'J,S:{a)Ilft«SXn's/^Jfyr-t'IS;(b)ai 
1*1 CO IL-8S8& ; (c)^Ili ; (d)^ifcffi ; (e)» M ; (f)«5EC0*EH ; (g)*5E^tA t' § 
; UHf^JtMiHft ; *fltft A ; (j)#«B Jt«fSA. 

H 12li If i£ a M M M , ^:»W4fcJ±»Jill«fc:J»IJsLfc»«jttiJt4**Sllr» 
M (BAD « ft (=**■■* 4 . StlL-8* y ?n--J-/Hlttti&*<o»Sfcat 

t/57tftS. 6G4 . 2 . 5* ffl V^fc if 14 , T^VMrayfo-^v^XI 
gG * ffl ^ T » « S » «f fc It « U T BALM ft fc # ^ ft # + «ft CD » J4 * * fc JS 
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If L ft . 

0 1312 LJg i: Hil CO ft J? ti CD ft 46 K r ~? >f y § tltZo (7)7 7 "7 — CO D N A Ifi 
5>J £ ^ "f- . ^ S 7 a -1- JVifcfo5.l2.l4CDLm bHmcO~zi^Mm$: 7 v - - > 
h - 

b Sr S W L „ V-A^/iJ^^f-tf-yg y co H =gr t IS — X b y y H cDNA 

-&6ccos&^^©soSyt*KamcoT7>f "7 - j&* T if -f y $ ft ft . 

H 14(2 5. 12. 14L^"BT^M^iS1@c0Jt ftco — ocoiEcor 5 -fv-t— CO i£ co X 
5>f V- cODNAffi^iJ & flf <, 

1115(2 5. 12. 14HM nl^ffiMiifl CO ft CO — CO iE CO T 7 A V — t — O <D }£ CO X 
5 -f -7- CODNAffi^J ^St. 

H 16(2 5. 12. 14L4I «r^M«CODNAiB^iJ & gf . ffi ffl ft & Jg « « ( CDR) J2 XK «j| A 
Stf(7/'f-7 J f y 7* 5 / l)itlJ*A' 7 T-EfllJfcWMfiEPeo-PUfcTS / I) 
CD ft ? ft [z ± o T ^ £ ft T ^ & . as?5rMRBi5fi[{±-f 9 'J -y^TSSftT^i 

. st 1 1 co is y 1- >v ^ x + v (2 -23& t> -it s y m x- ft h . *xsl<h^tseihi*i±i 

j&» 6 109T iyiti)&. *X 5 L«5£»*tttf> — «j&*110j&» 6 123 T 5 J W(4 9 

U v ? ) T ft h . 

H 17(2 5. 12. 14H& "TS!fH«tf)DNAE?iJ £ ^ ^ . CDR(2 X» |g A » flf (Ty/-?^ 
y 7 5 y K ) 4 ft 14 # A > y MS #j it m. ( £ EP co -> ^ T 5 y IS ) co ft -f ft \z ± o 
T ^ § ft X V* h . M S * ©J R fi (2 >f * U >y y f ^ $ ft X . ST 1 1 co S*- X X )V 
^ X f- K (2 -23j6» 6 -1 T 5 y K T ft & . * X 5 HIS ffi St (2 1*» 6 120T 5 J K T" 
ft 5 . * X 5 5£ * fH « <0 — SB j6* 121*» h 130T 5 y il (A 9 'J >y y ) T ft S . 

m 1812 * X 5 im H X If Hgf M * ffi ^ * t h CO # « cr> |s) « * i> « t * M *f ^ *0 
Cffll^flSttir^-f V - CO DNAffi 50 -c ft & . 

019(2 5.12. 14L«-BT3g^Mfc «t V b h I gGILM S » tI Sj » "T S 3- h'ffi^JT 

ft ^> . cdr(2 xjn is a m w (r y y - 5 y v r s y m ) ± ft (2 # ^" v m w tt m ca 
rns^ti^. st 1 1 co ^ y ;p ^ x ^ k {2 -23^ h -it s y m x- ft i. . * 

X 5 L«"rSB««Ui 1A 1 £> 109T 5 y K-Cft h . b h L«S**«ttll03&> 6 21 5T 5 
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s m T £> %> . 

H2o<i 5. 12. lAwm^^mma i^ih IgGlH*Jt 4 3 - F i« T 

* 4 . CDR(iXi»*fi AjBW (Tyy-7^rsy|)itiaA'7 h ffi*ij Jfclfc (M 
BiOoufcT? yDOf^ftiCi-jtSSIitl^. b h 5£ * IS # 14 >f ^ U 
•y ? ti^t ^5 , ST 1 1 CO i>- if i~ )V ^ X f- F J4 -23 L> -IT S / ft T h h „ * 
X S H« nTSEfI«t4 1 7> ^ 120T S/ST'f)^ b b H*je«««»412l3&» ^ 229T 
5 / It'll 

4 . 

H 21J4 LM £ Hi! <7) n. ft CO £ ft £ T : if A > $ tlfc^KDT 7 4 ~? - CO DNAffi 
M * . * J 7 n - X ;Pfil*6G4.2. 5(0 Lfll t H|f CD T»T^fg«| £ ? n - - V ? ~t 

cDNA-^r j£ CO Ji) m £ M ft h fz ft iz M SS; co T 5 -1* v - # -f' if -4* > $ ft „ 

H22{4 6G4.2.5L^i "ST^ffi^iSlicOJt ft CO — -5 CO T£ CO r 5 ^7 - t — -o <5D i£ CO X 

5 >r v - co dnass m -t . 

[2 23i4 6G4.2.5H^iq"^^i$itlBCD;£ftcD — o CD IE CD T 5 o CD if CD T 

7 -f V - CO DNAffi ?J^f, 

H24ii6G4.2.5L«I nT^Mi^CODNAE^J £ & ~t . ffi ffl tt & £ M ( CDR) (4 Xjft IS A 
8? tfr ( T y X - 5 A y T 5 y ft ) S (4 A -y ME #1 it ( £ Ep ff> ~o \\ fz T 5 / I) 
co-ffL^fLti^T^^fL-rv^o ^ m% 7 n - ~ y 7 U felt 4 ? V -y ? T" ^ £ 
it T ^ S . STI ICO v X X tV^. 7° * Y 14 -23frl, -IT 5 J ft T fo h . ^XUI^t 
<H«I41*» <o H4T S y MTh h . *X 5 L«ffi»««tf5 — «3&*1153&» 6 131 T 5 7 
It ( A 9 'J -y ? ) "C $> 4 . 

H 25<4 6G4. 2. 5HSI «T^ffifeS CO DNAMB^iJ £ * "T . CDR(4 X$g H B B » flf (7^-5^ 

TSSftt^i. ^Tffl^^n-^>-^gpfi{4^^U-y^-C^5fLT^S. STIIco 
X -f ;P ^ 7° f- H {4 -23A» -IT 5 7 ft T" * h . * X 5 H|I »T t4 1A» 6 122T 

s v ft -c h h . * x 5 h g je « m m co - sn a* 123^ ^ 135T s j s ( >f ^ v v 9 ) t 

3b S o 
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m 26<s * x $ lsi a x v um m s m m z b n <r> & m <n m m & & <o se m -r «■ fc a 

tffl^ttH.t|I77^f V - CD DN AS ?iJ f ft S . 

m 27iS * ^ ^ 6 G4 . 2 . 5L#; *f 5 3 - HSJft* & . CDR(i X& j& b b h ft? W ( T V 
^ - 5 -i y T 5 /D4fcS*^y T*E*!lifc«(affl0>-PV*fcr$ y IS ) <7) * ft -P 
ii(:±-5t*^t^S. t bggffi^iioy silicon 
/t/K7f H (4 -23a6» t-17S;ltfc^. * X 5 H« ^ IS tfi (4 I* 1 £> 114T 5 
b h H*ffifir««lill 5 36i» 6 220T S y »T» 4 . 

H28«^y 5 6G4.2.5H3S ^TSEfR«fc: 4 a - KEMfft S . CDR(± Xj$«£ A fff 

ff(7y^-7'( yrs>'8)i^ii*A*.y mb $n jt « ( £ ep <z> o £ r 5 

II«y/t;^7f i/if * X 5 Hit TfT SE fiR «j i± 6 1 

227 ? 7lT*fc^ s b b H« j£»fB«W: 123j&> <5.231TS> r HTft*. 

H29<iif^Mi3j;U ; "IL-8gWl*^ ; ED-^'(IL8Rh)y v 7 T V V (K0)V>Xj 

fflv^iteitf/K^irt^o, 0 M J3c , v ? n 7 r - ^ , V y rtfftlf & 
IL8Rh^^£<7)U# * ft-*- X 57ti>J. »ttt"^;H4S5«*llfJSli(fe# (BAL)fficD 
HBK2: LTSft?*i4. VXMfcT V )V *f y V y is It h ^ < , x - 
nv";H:Ltif 7/I//S V7V/^y£J 6 § ft » * S (WT ) tj ± 

If I L8Rh KOn y h a - ;k ~? -7 X £2tt" & ffljl&iUi: , -eft -f ft WT OVA aeroyii J; 
V KO OVA aero,- £ L T IE i£ § ft & . * # T ^ 7" 5 V T V )V ¥ V £ II H |*| tZ & U 
§ ft . M ^ T x - o y ;K; L T fx ffi § ft T U ;P ^ > iz § feStl^Itlv^X 
i; I L8Rh K07->X(;St SMttt> -fft-Pft WT OVA i p/aero,i> J; KO OVA 
i p/aero, fc L T IB 3* $ ft h . # II SR , t^n??-^, UV'^BRfeiViff + SRilO 
AS R ii * ft * ft if II . m •-; , Ma^lDo^Lt^i/ ?7?*Sftt^5 

H 30<i if £ S ±3 J; V I L8Rh J -y ? T *7 h?>)7?:|iHt^,|tf7K:fc(t5* 

ffi « » m m m. t «■ & i L8Rh^ # =s « ^ « * m -t r ? y -c *> s . * m <n n m m v 
Kti-nmmsssLis-mmmmm.b LtsRa^. * >k t iv x s >- r v jv y y * jr k 
i*i < i p) s a s ft , i^-ci-o/^cuM^/^i/^T-'ytHHfc 
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if ti v f? x t kov *7 x iztt-t & mv&miz . -eft *tL wT^is ± w Ko,b ixmm 
Sits. OB(ri/;^'y0llw«Ii)t#tafciitH, M«#^f7? 

tftSiltUl.. 21 0 (x - o V ft t t T ft ft $ tl ft T V ft ft V f- ^ V- V V co m 

H3K2 m ft M ti i ft IL8Rhy y ? T V h (KO) V ^ X £ ffl V» ft Pfjj A X ft £ *3 (t 
*MT^«»»«»tti:*flSr^Jf»«fl}Wfc»r4I L8Rhft ft ft to » « £ & ft ^ 5 
7T»i . W KJ$*?tfetiBALi&#18«» t LTSfitJiit ^4 (»K ?>»ft7 7) 
o iSifflitiii^ -5^L/1#^7 7 t Ltiffi§tit , wt & J; ft I L8R 

h kov ^ x « ipT \s )v y ymmcom coqb iz% $> titz mmwctt , f fif a wt day 

Cfc J; ft KO dayO^t Lt^SfltUS. WT& J; ft IL8Rh KOV X CO X — u V ft 
t L T ft ^ $ ft ft: r V ft ft y ft v V > i? co * ft t m # £g < 0 t $ & ft ft ffl B& Sfc U 

. WT day21,*3 i V KO day2fti: Lta^fttOi. 

H 32i3 ft £ ft tf' T ft ft S >71-;l^'>«ipiltf -V L- > ^' S ft , Ii^t7 

V ft ft y x - n V ft ft ft -v u >- ft £ g ft ft WT& i. ft* I i8Rh K0-? ^ x t (t h ft & 

- o Aft £ L T ft ft $ ft ft 7 ft y y ft ft -v U y x £ S ft ft: wt £ i ft I L8Rh ko n 

y t- n -ft v -7 x tc*t ti, r u ft y y iiw igE^j ma , -eix^'ti wt ova„£ «t 

KO OVA^i; LT^SilTUl). feft ipffiffl i -5 T 7 l/Z^ft «f t 1/ y y 
* S s T x - n V ft t L T ft ft § tl ft: T V ft y v (= § ^ § *l ft WT 4j i I L 
8Rh KO X CO T ]y ft Y y HI W IgE* fl i± . Ztl^tl WT OVA i p/aero,i3 j: V 
KO OVA ip/aero^ t LTS3^t^5. 

h 33-35« « t, ia if < « a l ft wtpi§ a v ^ x <r> m m. m m jt * i^ft » 0 m n * 

»4. Jffi«««ft-«-tDft^^«fjt^Tfc{2. H33-35tC^S*lTV^S «fc 3 fc-tft. 
-P a 40 x , 200 x -e L T 320 x ^ m r # ^ a ft: . H 33(4 t ft if ft ^ t ^ m « s: 
IKSCJ: 0 tA if < ft A $ ft T v^S £ i: 2: ^ ft . ft g A L T ^ S <7) a f§ ft 
cotcotcJ;Si:(H 34# SB ) s % v^ ft M ft ^ < o ft co ft M fife t ft A t T v^i> d t ft 
ft S ^ T V^S . » M co K ft ft « ( ft ft g * . H 35# SB ) , v ^ n 7 r - ^ 
i ftff K « ft h ft ft $> S . 
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M 36-38<i * fc » < B A L fc WT« A v ? * « » « » » 3B * » -r * « * ^ Jt •? » 
& „ SI 36-38 IZ ^^ntHl. J: 5 Cfilf il40X, 200 X L T 320 x m T # 

>fc o H 36 1 37*« ^ -T i 3 t , liS<SIUcSI,?')XT'l±, ft t> tA if < « 
A L fcWTV ? X (H33-35)fc J: o T # ft ■§> fi A «t «^8It'J)StU»*^ 
6 -f <5 t ^ cO M 1? ^ T' ffl fl&fS A # ft L T V ^ £ 0 ft t « < « * L WT» !ft 

EI 39-41 li ft i> V- K < m A L I L8Rh KODjg A "7 ^ X <7) flip ffl ft flf JS £ ^ f M fit M 
^ »«»*o# — <oflJfi-<Z>»tt«^*tt, El 39-41 tc^ $ ixt ^ S i. o 

IZ-ttl^iHOX^ 200 X L T 320 X fg*T# tlfz . H39{i «fc ^H^fJfi 
JttfftASMOiifcSSt. H39i> J; l£ 40fcjS £ ixT V* I. ft AcDSEBJi , ft 
i> II < B A L tz WTV i>xtitti El36fc J: tX37£^ $ ft T v t £ tffltEiiiLtn 

So im> na <o !✓ ^ ;p -c u . & at <d m a l x ^ * m m tz «■ # ft t> tA t' < n a ltiu 

I L8Rh K0V ^ X £ T *M t> fo h (0 41) „ 

ft £ 41 tz , ^sftfcjtfcfcsw-fi. 

*r 'J ^ 5 - -fe' IIM m 4 fc ti PCR.,$r & 1§ Ji; , r<5?*<Z>«», RNAiJilP/ 

4 £ JiDNAcOftM W&lSffr £ 1987^7^ 28B(C*SS*t)t * H ft It ^ 4 , 683 , 195^- 

t ia s£ $ ft ± 3 t: ti h -r h * a 4 fc n a « * * -t . - * « t , * u 3' * ? ^ * 

gB^colS^Jtf^^A^^S^S^feS^^^^^^^^-timtM^tiST-yr 
1/ - h CO K *f CO x h^y H (0 E 5iJ t — St-T4*>^!t(4|S| — T $> -5 o „ 1^(0/7 

>f v - to 5 ' * s 5 ? v * & h tt m m § a 4 % s ^ «b tc - it l t# 4 . pcRji &m « 

^RNAlE^iJ, £ T W y 7 A DNA& * ^ # S B^J ^ DNAlfi^iJ % L T ^: T W ffl JE CO RNA, ^n' 
?f U7r-y'itlir7X5 H S tl tz ffi « W DNA(cDNA) 

5 46 ffl V* ^ ^ h . — JK6<It;{± Mull is^, Cold Spring Harbor Symp . Quant . Bi o 
1.51:263 (1987) ; Er 1 i ch« , PCR Techno 1 ogy ( Stockton Press, NY , 1989) # H . z. Z. 
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tffll^ntl^i it, PCRli « R <3 » £ W Rfr ^ £ « * 14 £ « 4 fc *> 

m m "F y r /l- co tM fig CO at * co IS jK U * 5 - -If R Jtb }£ co t — T" (4 & ^ & — -ocoM 

T & 4 il # £ ft 4 „ 

u # y (Ab) a i t>" *s/o7''j ^ydgjiiHtflijiwwa&w^w^^^^w 
~c $> %> * k * # w n w k m t *r -r 4 w n e*j & tfi ^ £ Tjk -r - ^ . & & r u y v > « 

# U ^ r -f- H «4 'J yA^tJiitffiK/ltfLt Sxn-?l:J;Ttl 0 » U 
l?yA7It'*D, - o CO |s| - CO HI t - o CO |s) - cO HIIJ; 19 j£ £ . # L« i4 - 

Pi^^niiiSrifta/oyijyT^ v ^ -f y° co Hfig pjj t m 4 . Hitnco 

* a ft <> 9 M W t ^ Se O Pi S- h ft ft: « l*J ¥ * )V 7 a K^fitSrJt-oTUS, # 
H«[ « — # co t *T ^ H -X >f >- (V H ) £ *> , ^ftfcft<£A,C05g{gb'^-'r Vifim 
< . 3-UB li co ifg fc iffSE K ^ >f y (V L ) * t> -h , ^-J^SCggMO 
£ i> o ; LIU CO 

sgF^^ y t4 Hii co m w co m ?» h * -r y t - 1 s n i y\ -e t x im co «r ^ h a 
-r > {4 m co *i ^ t* * -r y t— eicft^. r st co r 5 y is a a a* lis t hih co «r 

^K^-f>-ScO^!.ffiSr®^;LTV>Si:#i.^^TV^(Clothia^,J.Mol.Biol.l8 
6 : 651 (198 5) ;Novotny t Haber , Proc . Na 1 1 . Ac ad . Sc i . USA 82 : 4 592 (1985) ) „ 

^ & S£ h % It , "IS F ^ 'f y co # £ <7) gp * j&* «t fle Pel co SH H tz is ^ X & < M =5r 
•9 . f c9»e«SI(;MtS#tgc9fift«e^J:f SttCfe^tffll^ilS 1: 

■ ? T ^ h ±> iff t4 =0r ^ . * *L (4 L$f i: Hff co «T ^ H ^ >f V co W 1*1 co ffi ffi tt 5* 
S « J* (CDS) ± l± fi Jg « « i: »f if #t 4 H -3 <0 * * tc * (*» L T 4 . »TS 
>f >coj; •9&^t«#Six-C^4gB^i4 7^-A 1 7-^ (FR) D? (f ft r ^ 4 . ^ 
M co Hit i: IM <?> ^ SB H ^ -f y {4 , * ft -P ft 0 -3 e> FR« « £ /, T *i "5 , -f- ft ^ (i 
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±IZ /3 ->>- hffimZUmL . =0<5DCDRfc tS-d- t T ^ 4 . "t<0lS-&fle 
MfjttfgM^S, *LT&4*^fcl± >l'-:r*»J£'r*. 
# «f « CDR(i FRtK JStioTtftTifiSLtiti-jTS?), f Ltffe«I«C 
DBt ft fcfii*«0 SStS-^aSffliO 4 (Kabat^, Sequences of Prot 

eins of Immunological I nterest , £f| Jl )jS „ National Institute of Health, Beth 

esda,MD(i99l)#{S). ffittF^yttfiiKfcttrSffitt^K^fcttMtt***. 

Kft^AyWyfili. *tt^^m-«fiiMfe^-gP{4*to Fab .,11? fc uf or 
IS S ft £ i> . * fit M ? o x U y^^T«g^F(ab') 2 Klf>T-&^t4„ 

fv/ i; i4 sg£ ft ts mm m . * t ? ts s is ^ e # tr & * <o fit * b? >v t * 4 . 

£ CO fS «4 i4 * >f hft#ft^*S£t&^fc*4— oc9H«fc-om«[Tir^K;>t-f y« 
^ * #; i >9 fi£ 4 , £ O « {£ T ti , # ^ ^ b' ^ >f >- CO H r> co CDR** V H -V L H M. ft <?) & 
BS<0fitJStlF-&BlJffl[*aig^-4fc«>fc:ffi5fffflLTV»4. -StftCU, 7^0^) 
CDR# fit fls fc *f t T fit IS IS £ ft H & S it T ^ 4 . L*a^A s iii-««rsi'^ 
A y ( * « fit fit tC L T W II W ft = o <0 CDR<0 » # tf Fv(?D ^ # ) Ji , ft £ ft IS 

FabifM-^ 4 fcL&<oje?!f F * >f v t h« o ft In o J6 S V x A y (c„i) tists . Fa 

y^^^^^y^Stt^^A^SS^ttJlllStLtV^^t', FabBf It t S ft 4 
. Fab'-SHi2J£?g F ;* -f y«yXf^ ySi(I)#7 U - ft f- * - /l> * * t O Fab 
'KiTliSt. F (ab ' ) 2 fit * Bt Jt (4 t> t £ 14 . Hthi'i/j'^fOSto 
Fab' Iff It « ^ T - i: U4t Jilt. ffi^-fb^e^ftfii*|frA-«$S-&^4ftftI^tt 

> (?) T 5 / 8ffi?iJ t S^>' ^ T . i] >y ( k ) & U 7 A, r ( A ) t vf tr a 4 - o CO BJ 
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*> iz. S'JM tfo * >f 7 <r> — o n 0 a T ^ it 4 . 

X Ci D S T *lf# £ . ftS/nyijyfcli, IgA.IgD.IgE.IgG^ L T I gM<h V> ~5 
£o<T)±^^ 5 "9 . i*L6«0V^<-P*»tt, Mi IgGi .IgGj, IgG 8 , IgG* , 

IgAi * L T IgA 2 t ^ 3 Hf 7" ? 9 X (T >f y^-fT)fc$i?>t:4J-ttfe*L*. & ? 

& ju t of if n £ . R5f 4?5^«fta/n7>J y^t^i-y b ft f i y' £ 

& 7c s jt u i < m <h fix ^ & , 

iafis £ fgii . Ii> j£^«b*t jbh€>*l, f-«ty ;o-t;«*(fffl 

llM&fittt^*ffl#>M#^ft4fii;tt£^-r. «i^mH(c*A;fx-g>tl*cofii#: 

yyn-y/PfitMft^Mtt^W^T&D. # — WfitJM&fcfrfLTfrtf-tix 
tia. £ t , R=Sr4ftJg*(xth-r)fc*fLTrtl(t6*ifcRiar4fii**A 
M W t -ir if * 0 § fc 9 «o U ^n-^/WfitttilSttfcttS* 0 , # mAbfi: fit jg 

i i T i± ^ y 9 a - fit * t± , ilt^l^iS/o7' 'J > co y 7^Jtli 

y-7 7 ? xtn&mizmh bif . miL-&ffiik<7)«j^ v * j > (m^i^ v * j y £ # 

4 U ± Sfi* ¥ W i§ 1£ * * "T SE HI ? . fit * if tf" (M £ fcf Fab, F (ab' ) 2 fe J: X/ Fv) i, * 
tf . (M i If , Cabillylp , * ffl # S gfl 4 , 816, 567-if ;Magei; Lamoyi, Monoclonal Ant 
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ibody Production Techniques and Appl i cati ons|*J CO pp. 79-97 (Marcel Dekker.I 
nc . , New York, 1987)#{S ) . 

^ixvp z_mmtfz * J 7 u - 1- )V ft IS (4 , SS*W(=H««fit*<0*H3&»fe 

# ft ft 4 o*K*^tt«^SL, H;5>ft^S£OJStJ;^II*Mft^ 
iiff S i: 14 ))| SR ^ # X' J4 £ . M £ ff * 86 ffi (c L ft: A s -5 T ffl ^ h ft ft =E J 
9 u - -f fit #: 14 „ Kohlert Mi Is te i n , Nature 256 : 495 (1 975) lZ 4 o T ft %} lZ IE 
aJiDtA^/iJ H - -7 }£ £ 4 T ft 6 ft ft £ L , £ ft «4 ffl SI i. DNA& 4 o T 
if#£>ft#ft (Cabilly^ ,±|E#ra) o 

Ilti^ty^n-fil/fiftli, H£ 4 tf / * ft (4 Lgf so — m ¥f s « m 

-f- * la ?ij t n - =sc 4 ft (4 m n ffi m co %> <n x° $> o , ft s»d*>s 

# # i> 5{osg«i*>ti*t s. 4 ft lit 3—?«ig«a:fto^7x^ 

^y^9X(c«t-|-lji#:tcfctt-S.fflSt-^E?iJ^^- ; 5r4ft«|BiaSji^t^T' 
& ft =* > 5 ^fit * (ft ffi ^ n y >J y ) £ t ft M t= » , afcliLo4»?»att 

* StKfflt s II fit fls <0 Bf J¥ t> * 4 ft ft (Cabi lly^s , ±fE#3S ; Morrisonf , Proc . 
Natl . Acad. Sci . USA, 81 : 6851 (1984) ) . 

*bK«itf*XS)a#co b h ft M M t (4 . SbhftS/n^'J^friji 

4 ft {4 -eft 6 <7>Klr ft" (Fv,Fab,Fab' ,F(ab' ) 2 4 ft t4 fill <7) St * «7) BE JE IS ^ ffi ) 
T * ft . ilt^fcom^tiK t h ft fit ft {4 S * # CO ffi ffl tt & £ ffi « (CDR) 6 * CO 

a at a* , iiuisiit. r74-'r-f-*LT:*j**j*-3v?;*, 5 -y t- 4 ft 

« ^ -f^'cO 4 a fc#b b CDRfb*<0»* 1* * 6 *IT V* * 

b h ft ffi ? n 7" U y (ft § * fit fls ) r ft ft . h ft « T' i4 . b h ft ffi ^ n 7' U y co F v 

ft fit* (4 fit St * £> -f y # - h CDR4 ft {4 7 V - A V - ? ffi^ij (c 5. ffi § ft 

* * » # ft . i ft ^ o se m « , fit#;co«i±i^s^fcaciSiLsaft-rftft*^=5r 

$ftft« - jR W fc {4 b b ft fit * {4 , & 4 < i: - , f L t ftlfi^Cli "ot^ij 
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^ o 7" u v co fc fc ffl s -r & cDRia ja co ^ -r * £ (± n n n t -r *c -c a j; v fr« « 
cr>-£X itztemmmiz±x & , t h & jg ^" o r y y a > -fe y if- x SB ft t « t- & 
& . b h \t m ft 14 4 fc A 5S fc it . && y n 7 V y a y -t y x mm (Fc) tfo ^ * < 
fc fc — gp £ * » s f ixtiAIMtlit l^g/nyu y « l» t HCH 

ifflfc{4, Jones^ , Nature 321 : 522 ( 1 986) ; Re i c hmann^ , Nature 332 : 323 ( 1988) ; 
J: l^Presta, Curr. Op. Struct. Biol .2:593(1992) £ #HB . ; itfflt^ilS IL-8 

ft St ffl s is a , il-8 fc i l-ss gftsoffls^ffl^iitntiiynvn 

Sa*'li5:ft^«it. IL-8S SfJ(i , KiL-sfitftis i V* ft h <r>mft, 

IL-8ftllr^ 7° f- Y $5 £l£ I L - 8 tC ft L . 4 (4 IL-8S§ft fc ft & fc ft fc IL-8 

mm, tit. ^m^±co^mRz/^mcotfzit^mmtciimcoM^^^^-. 

S^^S^ftStOMi, -T T fc £ & fc « £ L X V* 4 fc CO fc R « fc £ A fc R £ t 
^f^Utfcliil^f fiSt^l fc CO fc * tf . 

fef Lt« * ?L M ,< fc (4 . t h , f LtO, v s * a , ->yf 

«oia*ss*fcJ:t^**<o»!iii, * l t Hr ft ii . .x *° - >y . 4 fc ^ -y h co m m 

£*tr"*a»ftfc#»3*L**6i9>4»ft£^'$-. #4 L- < ii £ i T' 3 « ?L » 

d d T ffl ^ 6 ft. T J: 3 fc . * y ^ ? «t . ^ 7 f K i If' ^ 'J ^ 7 f P k (4 
, r57i#y?-, 4 fc «4 - 3 - j&» ^ ft « _h « ffl s # ffl t X ^ 5 4 fc <4 ft 

£ ft co M b L T (4 . % « & # ife ffi tt ft J* £ ft ; & ffi tt ft H £ ft ( ^ n - y « ^ » 
«ttftM^co±5*)tMStfc«g;^JtttB«M;)tABfi®ffi3tffifiP;^JW^ 
^JHifejJHift^H^KIfejU^vf-lKBlMfife, ^x-^^yjEfiP, JK * & co J: 
3^ge^S£ft;fiA«Stfi*-tfe^ft; + ffi»^^ (CNS)^ffitt^ft ;UcJfilffi4 
fc (4 « * co - Jjc S^j ^ £ % tt S f « * ffi 161 » ; T ;U 3 - )V tt ffF ^ , M * tt K ^ . t£ M 
fit ft W. 
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it as tt * m £ nrtf§uo«;*£ * tr . if 4 L^m*ttMn&B&& ivvtm 

m\t. T ftM0>&9l + yfi-t . T b t - 14 1$ ,fi, J: X/ 

7k/K'-e«s,i/^isii, r a it fc it 4 i gE-^ ft « 3g a m & m co m n x- $> 

SiASSL, ffl *. tf JR ffl W 5- 3 >- h n - 4 fz tb C *J S§ & 4 fc li — m CO , 
© A t i 4 4 li £ If 14 <o x -f n -f H co ft ffl a* & £ f $> 4 ± 3 * . 
tAifV^*ttiSA**t*. if 4 t ^ ffl li T \s )V - tt « A T $> 4 . 

i . n-s^tummm 

* 51 hj co -ft m it . if * K *f -T 4 I L-8« £ is * 4 fc it f n >y -r 4 ; t ifi 
»T IB 3: ^ *> 5r 4 I l-8ff fit ?PJ Sffl^t iHtt-TII?* I . if 4 L < 14 IL-8S fit ?PJ 14 
iL-StJBtfcJftfSRjt'fEtttffiWrS . is J: V / 4 li Jff * SB (50 I ft tt x 5 
X*--fcfJfctfi*|fl*'C& 4 . £ i T ffl V* 6 *l 4 CO jl L I L-8S fit £ [ J li , fit IL-8 
ffifle. IL-SISi^T* His ±l^lL-8fc *<9MttlH0>ffl5f|sJflS8r*'*-44fc« 
7' o -y ^ -t 4 £ 4: # »T ffi Kk ft 9 V 9 W tt 'h # ^ & # tf . 1 1-8}$ fit ffJ §g M it , if 
4>f CStS IL-8Ott-£03 ftW , IL-8^>fttt#«f»«j£'ffctt «0 i. If 1 1-8^- ffi 

i . if + m iz n -t 4 i l-&co m-^cowm 

if 4 t < li I L-8JS fit ffj 1£ a 14 . I L-8S fit M ih m * ^ 5£ t T ^ 4 * m CO i> cr> co X 
H ffl <7) m ?L ill t^J « co if * J$ M -t 4 I L-8co m & * PI « f 4 ffi ?b *■ u m s ^ 

4 . - o cd * tk sr « t t x , *#*»6»fe*Lfc»'f3«3& t , i L-8*g fit au « a * is g* 

**RoKIiHset4i:i:i&tTl4. L ^ L =Sr h , * ffi 14 IL-8S fit ?FJ H « 
C0^3S±c7)nrffittS:T>y-fe-f-r4fc46t. ^ J£ 5 ft X ^ 4 jfi * c7) fc CO jrf. « llf JL 
»«I<0«36»<3»6tL3tjffft«S|t*ffiffl^&i t t 4 ?t # -T 4 . if 4> 1$ li 1 . 5%t * 
X > 7 > T500(Pharmacia, Sweden) \,Z H V"> X £ till. M £ ifc f£ L , lymphocyte Separat 
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ion Medium(Organon Tekni ka , Dur ham , NC) _t T ± if 2r if 4£ lZ L . S pp <F> ffi ffl & t 

i± 3^ A 9 )V <d i& m tt i§ » t frtt s i t t ± o T * JiL « t * S ffl HS #» £> # H § 

il3 I). ftfcOC if 41 »{i^:JflLiS^ V T/l/ 2r Mono-Poly Resolving Medium(M-P 
RM)(Flow Laboratories, McLean, VA) fcg ^ s JK ^ ± CD ffi ffl ffi K L tz ifi 0 T ST 4* 3fi 

Ayps0Kts^ tci^Tt, * jflL « ts i v * ffi jm * « *h m & t> ft m l % t 

SiLVi. t j&» U * 36 1 <5> . l> L IL-8j&nL-8»i8;ffl«UiS ffl ^ & sSUcDfcft CIJ? 

$*t)t#«t»3«fcis-^^««'c**Ltr, a* $ 4 w ?l tt ^ a * * o il-8 £ ffl ^ t t, 

H^*¥Li&ft«S*<^i><7>-Cft-g. . 

IL-8l2il» ft & CD ft & MM & tzte&&ftTMM & & t> l> in vit.r 

off So I L-8 (2 Gimbrone^ , Science, 246 : 1601 (1989) CD & iz L Jt # o 

T rt^fflia^ £> « * (4 Lindleylf , Proc. Natl .Acad. Sci . , 85 : 9199 { 1988) CD * i£ 
fcUfc3&*r>T«Sttfl:TaiJB*JJ:VJ|lSft*»6fll*Ifcft«>6<i»«. 

b t- IL-8CO T 5 y Kid ^ij CD =fc d (Wal , B i ochem . Bi ophy s . Res . Comm . , 149 : 7 5 
5-761 (1987) ; Yoshimura# , Proc .Natl . Acad. Sc i . USA, 84:9233-9237(1987) ; Van Da 
mef , J. Exp . Med . , 167 : 1364-1376 (1988) ; Gregory^ , Bi ochem. Biophys . Res. Comm. 
, 151 : 883-890 (1988) iZ gfl * § flX V* 4 ) , U ^'rS.CDl L-8S CD T 5 / KIM t { St 
SO « £0 T" ft ;fl . PIBfcft S IL-8ffiteMerri field, Science, 232: 342-347 (1986) tC 

<r co -n m t it , # * l t ^ * *° u ^ r f- h m t± m « c* « t ^ u x ^ y m m cd 

x - co # M ?F jfl is i V iJfe » tc J; o t M £ L t U L-8* % <o » W =&■ [II JR ** IB t & 4 
ft^ 0 II Weft s iL-8«{iffl«t i Stc i-3ttti?iiJ. fii^ iL-8«a* 
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LHIL-8*3-Kti DNAcD J£itt £ IS &£ , ® S =Sr 36 ? ^ - 1*1 T ^ I L-8 r? 

- h' DNAO ? n - ^ y if , ffl}^x^.^^-^ffl^^3SL^^iJ^x hfflfla^-^h 

^yx:7x?y 3 y. ffl»i.^Xhifflfla<?DjMS?^Jt{±tftai, ii J; V I L-8IS i| £ ff 

£ i o t n & . n ± L^mmmmt lx \t , mm t b h il-8« , Hebertif 

, J. Immunol . , 145 : 3033-3040 (1990) IE 3* § ti X ^ S £ 3 t # tl h . 

»iwicA#»rtt4iL-8it4ft;;T©ttfflfciL'cvi4. Miirtin 

ML-8li, R&D Systems, Minneapol is, MN (1995^ CO J] 9 n ^ T" (± * 9 O J?" y A 

— 208-IL) 6 MAT" % h . 

Iff 4» SR fc: W T 4 I L-80 So o- 2r T -b -4" tli^i'iliJSTfnTL I L-8S fit 

I? CD i 3 & 5 3 ftfc IL-8* ffl , 4 Ji 7 < A- £ ft £ fit IL-8+jt;#: £ ffl ^ T 

m m t «t tu t- § * . jiiw^ il-8M-£ w in 7 7 -t 4 T" ti , » + * * a * * « jk 

<7) I L-8JS K M tt £ tt Jfi S & ^ -y 7 r-iiCSSL, 5 ^ IV £ ft I L-8 £ fl 

n m m m tz m -e\ m & m * m is w sr ts r je # t 4f t 3 -r a <n c + # & - s b# h 

i l-8*« Sf + « t IS •§> <o £ If § -T s ^ y t 4 x 3 y«Tt4 y * k - h L , 
# *s & ? < ;n l-8^ ffl m m m m <r> a & » n * ^ n r as t «t o t * l . * l t » 
tfasfcts^tfe^^ynL-ss^^/Kotnuj, w i if 5 ^' * 5 ^ ^ t m h v y & 

»-r*#3ea3ewr-yfe-f» a 3e e x ? ^ c » -r « 7 n - m -ft «i n y - x 4 
y ^ * i DSitl o 

Jff 4 L ^ H ft ffi « "C (i , I L-8S !t fflHH * li ja T W H it « t IB a 3 it T 4 «t -5 
tt h n dp m Hz ft -t h b h 1 l-8 co m & co PI * * x ^ D-^y^ixS. 

I L-8fi £tStJ^a^#^cOiejgT-tfO I L-8*S it PI * <7) ys° - -fe y -r - i? \± . ^ S <0 # 
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ft 4> m Jc M t4 9 ;H L-8tf5 « P W =5r IS O h-^^^MTf'J^itfc^T^^S 
*i4ffitffli»^TthJtL»i. 5"C;HL-8<Z>*f & t± , 9 < ;H L-8C9 iSS 

itr co h-j'/^Ii^^^/M^MB^iM^oi^SL^ < ; t tJ: tTSS^ 
fi%t, y <;HL-8«iM#IW*fe^«l{i , # 9 < ;H L-8<0 3i »l * <0 # ft T T' 
5 ^71- IL-8<0# MW&IS ■££a!!5g-f4<rfct;iJ:-5T&56£:fxf#4,, IL-8^^<0 50 

xmwiztt Ltitfs t § tit iL-sfttiiMmm <d mm d c 5 0 ) . KJK3*i.4«*2r 

L _ »0.5nM<?5IL-8«l*cO*l5ET"CKa6«aiiK3&*ttlOO^y t/k/U •/ N /KnM 
)£.til± J tix&.T, ft & L < tt lnM4 fc tt * tt iiX T , tJ =fc i "9 # $ L < tt 10 tr 3 

* /i' / y >y h ;Kpm> * *: « * ja t *c . is an co ^ # ft t -c ra 1 1 L-8* « & # tf 3 
yVn-^tyr^JsitKtt, « ^ L fc If * « # T 4 I L-8tf> » £ £ & • 

K tt , W K 85 tt # * SR (= *f S I L-8<?D IS S H W 4 i t toMTjKyf a 
LtIEi$ill ( if 4 t < tt I L-8ft fit ffl flU tt tt , tt 0 . 5nMcO » * CD b h- I L-8 
©ffftTt, tt 50nM4 fc{±**lJaT«OIC B oT. Jf 4 t < tt ft 7. 5nMt tt * *l & 
T CO ¥ % I C 6 o "C . J: D ft 4 L < tt tt 1 . 6nM 4 tt * ft JEl T CO ¥ % I C 5 0 "C h h ft * 
«{:^ttl. b hi L-8<0 $g £ pi m -t 4 - t ifi ^ ffi *C £> 4 . 
2.IL-8^fttt#*«;£ftttcD|5&S 

*UL< ttiL-8fttO'JMtt £ tz . il-8(c« tfc#tf«*fl;tt*ia*i-4|gSj 
t*t"*-4Kitt>4S*i.* . I L-8ft fit ffl * * ^ j£ § ift. T V* 4 jft # tf> «0 tf) J: 3 (c 

ratntJLWftiBijR^if**^) il-8^- fttt^-fttt^ffiw-rsfg^jco^^i l-sjs k 

f>«3&« IL-8fttpE3H«»* ttil-r 4 co fc: fl| n&jft . filfcioTEItfWJiWftf 
. * % (j i L-8S t(E»«H««Oifia!±«OTfrKtt*ry-fc>frSfcftt, M 2 fl T 

no at fc 1 ft tt iff * * m ft tt is. w -r 4 1 L-ss a: m co fi m co * «■ h m •* 4 
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K> £ , ^S$ftT^I>S^^icDil^t«fLlH^«i*cOIL-8£ffl^&cI j&l 
L tf> L & £> , fc LIL-8s6itIL-8JSBt«I«Sm*fflv^4Kit05fcftfc:aR 
$ ft Jt *T + $ CO ^ -ft tt £ * £ ft *$- T' fo ft tf , A» & £ Pf ¥L fft ® U * * co I L-8£ 
fflV^"Cfc*«Wf5KBBfca-r4. SfU<H, M §i co to ffl £> ft S I L-8 i *? 
^J$(;±N«cO[ffi¥Ltt^8E£*cokcOT'-J>& „ 

— o ffi k L T . I L-8HF K JWflS Wtt » 1**55 ^ a y 7 

I-2«f i yA — K7j<T L it S 7 Vt 9 A 9 — ^glfctt^S (Neuro Probe 

.Cabin John, Mary 1 and) ffl V* T s I L-8tf- ft tt #f 4* 3R ft \t ft CO ffi « £ ft § ft £ 

. a 

4LH I1-8CO-9" V 7)V £ ±IB-fe ? x 3 y It §B 5^ £ fifz £ a £#T , IL-8*S fSSH 
S < . fl * L if 4> BR -9" > y IV £■ ± i* co -b ? y 3 y 1 l>z IB 5* t tz i. o £. « X % 

ifflfla ^^-feS^ ;l"fe y AM(Molecular Probe , Eugene , OR) £ ffl ^ t 5 )\> ~t h 

IKK . m l x v» 4 j- x y a - ft t » * * » » -r & co & * s m -r co t + # 
=5: - ?g b# n , i ##mmm(±&) + * yrt-ft-c&WL-* *<n&¥F&'i- & x y 

T -f 3 y co T T* S -ffc '14 ^ g £ >f y^fi^-ltS. -f y^fi^-ya y co f£ . 
ff * BR ££ * (± g ) x V A - ft tz m -> X ^ S IB J© £ » 51 C J: o T ffi 0 ft S N ± S 

f-iyA-«w7^^^-tftv^f»»«ft*ffiOH*<fcfttiwir»fci-. * ft 

» $ L ^ * * A « t- (4 , I L-8tt K »| « « li « T <0 * * « IB 3* S *i T 4 J: a 
ttl IL-8K IE t fc h h*F4»«»»«9ffiW<9fctf>T«y-fe>f S ft & . 

I L-8S K SfJ £■ tf -9- > T ^ ft co 9 » ti «t # » ID » + « co ffl «■ m n , I L-8* M 

^ * tr -9- v 7* a- ft -c «t m ? ft s */ y 1- )v m i?a m n-& t k % ? s 9 n co ^ » ^ 

i? x ^ 7'3yin-;^g«tl,)i:, A •/ 7 r - # & £ # tr V 7° tV ft T m & 
$ ft S >- 9' i~ )V ( A . y ^ ^ 9 V Y m m CO tz to * # t- 7" 3 y h n - )V £ S ffi f ^> ) 
£ ffl I L-8JS fit ffl -9- y T )V ft T' ffi S ft •$ ^ i- )V CO J:t IS £ <t 0 II JE S ft f# S 
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. H, ^2nM<^)%5»<7) IL-8li«<7)#ST'CI*^^liS* J! ^100nMt li * *l J2l T 
, »U<li lnM4 ft (4 ^-ftUT , i 0 # 4 L < iiiotr n t ;P/ U * h /Mp 

M) 4 « * ft T T . IS ^ co ^ # ft T T" m t I L-8JR * t # tr 3 >" hn-*t>-7" 
/^itKLt , »^Lfc##*#liS4itjfc*-&fcli» ^fSIStt iL-8^i-ftttff 
4 1 3* # 16 £ PI * f S - t t -3 n x "J t 4- 7" t L T IB £ £ ft S . 0 4 L < (4 I L-8 
ftfOHgl«f4. l<j4nMOl50ft ^il S^D b h IL-8SDft-ftTT' . ft 6 . 0nM4 £ J4 * ft 
TWIST', i. K>if£ L < f4 ft 3 . 0nM4 14 -e ft Kk T <7> it « T b b » * BR M <7) 5 

3 . I L-8tf- ftttJffrfiSx?;*:? — -tfifetflWffiW 

3t, RI«WPi¥LKlftiai*cDff*««l L-8*r ftttX7X?--bffift£ffl§Trs 

i L-ss st ?w « in * k n * fc ft t ffl , *fttj:otE»a«Rji«af t» 

IS BJi i4 IL-8ft K3n««^J&*±<Oiir«tt*r-yfe>f'^-*fc»fc:, fg^tlU 

ii & ic i l-8^ ft n * « x 7 x 9 - -if k sb «■ is w -r « i L-sft St m & flg « so -n 
% mm-t h tz*b\,z , ^s$*itv^6jft#<?Dt,<ofcigt*a«i*i«**<?3iL-8*ffl 
uKH'*ffnu„ U' l 4 * ! ^> , l i l-8# i L-8ft fit m m m % m * k m <n 

«fcftfcfflV^#i4IL-8t»4»«ttR»«illS.l|!Bl»**<0«,<?DTftS. 

^ ^ v bco # ft t r 14 . i l-8(4 r X - jvm n <n m m n a <£ x 5 x ? - <r> w. a 

£ 31 £ S £ -t . * ft ^ i. IL-8t L Jff + *i x 5 x * - -fe* Jfe ttS £ ffl^t" ■§> I L-8 

i t>' 1 l-8 £ # t , a h * 7 is yzt#izmmm*<7>i&*m$: j h l 
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. I L-8S KffH£« toff ft Tii «fc t/^ftftTtfc lr*T IL-8t # -f f*7y>B 
TJSfc3ii«:»t»«*-f V^a^-M, M J& S- K 0 Ht < tz tb m M B S3 fS. * S '& 

# fit L s X5^?--tfII tS^ h^^x^3x-;P-T5-;P-r^-/P-7°n'J 

405-^ y ;* - 9 - (nm) (7) & ^ T # ft ill % & W # *f i -5 T . &9kV > 7 tVft & p- 

» a l ^ n ft m « t- a . i l-8« a: jw * m « ja t ^ is it « c ib a 5 *i t 4 «t a 

tb ML-8 1 J6 » L b b *T * « x 5 X - ^' ft <D PI « t J; 0 T -y b >f £ ft £ 

s co ?i m. co i l-8s st m m m co i L-8ff ft is » tt> $ x 5 x ? - s m ct) m. m - 
•t y f - ^ i4 , i l-8J§ iSffl««T«a$-h.fc-^yr/i/«±i»ttJ^TIfcm$*L4 

405nm»ffi ft £ . IL-8t»I SUfta y hO-A-t^r/PWiJICfeOTlHlfi? 
*i. 4 405n«<Z> £ # T M S £ fc fc: J: 0 » fi£ § ft 4 Bf * ffl T ft ft S ft ft 4 . t> L , 

OOnM^O IL-8?l^C0ff ft T fit ^ CO Jl £ ift 1 0 V >f ? O * ^ / U •/ h )V(u M) 4 jfc (4 
**LjaT , 4fU<« 100nM4 fc {4 -tft&T , tJ «fc «t 9 #4 t < 541nM4 fcli * 
ft la T X' , IS X CO T ff ft T *C |sl 1 1 L-8iS JK £ tf 3 V V n - /l^ if y 7° fc it L 
T , «^Lfc#*«x9X*--tf;ttffi££t;fc»-£fc:(±, -e <?) K % ti i ft -14 
H4j6|X7X^--tf'ttii^ if f5 ^ t Co^T^yf ^ L T IS & $ ft 4 . 
JfH< {iIL-8ttfiiM«fiUi . IL-8S ffifljfgffl : b b IL-8«O*/l/Jt#*i>1.04 « 

* ft J31 T . fcit^J:0if4U<l4*&0.65 4Jtli**iJaT-C, h ML-8C <t r>"Ci 
IS $ ft 4 b Mfff»«x9X^--tflfelH(?5 502*iaW^5. 
II.ffiIL-8fii*il« 

IL-8SC «c Id: , W 4 L < f± tfjl x 10- 8 ip t> lx 10- 1 1 , J: 0 ff 4 L < ii 1 
x 10- 9 ^ 1 x 10 1 0 cO|?StSifc (K d )T'IL-8t IS-^-f 4 ^n-t/K'fil). * 
Ift^«ffi*l4if 4 L < ii . C5a, jfli/jN«m4H^ 4 tzii/3 -TGco J: 3 *r IL-S&fl-O 
^t^Ot HfflP»^S^S^ (ELISA) fctj «rtg=5rSJKfc^-^-r 4 t 
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<T) X J4 * ^ . § ib * 16 s§ fD fit * J4 if * L < (4 . I L-8T" 3ffl «S*L4ff>f»3«*»4.^ 

-vm&zmm l . iL-srjB at § a & » * * o m. it « * pi it & . * % 

HHcO-ocO^Jft«S#i:LT, * % $ to a W (4 , ft 3f I L-8CD ± -3 iz b b I M 
^^tfflcot 3^ OCOHMffilSfc Lt, * fg HJ! <0 fit It-8fit#:CDFab,Fab' ,Fab'-SH 

* 7t«4F(ab') 2 if>T'j& s ff £>ft4 . ift^fitf* KJwHft »*WflJKftf>.t'3fc:g 

<fe -5 -3 . S6t#:K)r^{4^^7*^i4bh^$^fci><50'r-fe^do £ ft 6 O if (4 

*f&BJ§cO JJt IL-8^ J 7 a - ft fV fit* {4 #J t (4ft Kohlert Mi lstein, Nature 256: 
495( 1975) t± -jtifttEaSftfc^-f ft U H - ^ & * ffl ^ X W 0 tB ft ' ktf 
^jmxfo 0 > £ fcttffia X. DNAffi (Cabilly#,±iE#Sg) fc J: o ft fls 0 ffi § ft« 4 

AO'y H-vStli, -7 ^ x flU M m Zc * * hM m , aa^?-«155 

t> co a* s ft a? it iz m ^ ft Jt i l-8 4 «: (4 1 L-8W >t t # m m= as ft 4 -e & ^ a fit 

#:SriS^-4^^{4^jS*^"Sg^-r4 , Jy^°^^^#aj-r^i6tc±a^J:dtft 

■ffi^2ft4 0 IL-8t*fft 4 fitfM4-^«tc , IL-8& 4 V T V a. A y b »S3R 0 co 
ftTait(sc)* fcttJKJHWaSf (ip)C J: o TiftKtSV»T4 t 4 . » 1) i4 ^ il «4 
„ — V > Wiik 'J t° b A (MPL) / b 1/ A n - X y 3 U y 5 3 b" — b (TDM)(Ribi Inmuno 
chera. Research , Inc . , Hami lton, MT ) t ft [Z IL-8cO ft ffi JS tt « ft 4 ft i4 It » # £ 

n l x ft & it £ ft . *»Jia»<o*ffifc&rt-ca»s*L*. ~ a ft » m a fit * 
£#4„ 7 a* 6 i4s mmm& $> sk & m k> , fitiL-s^ntc-o jhh * r -y -t ft 
4 . * « # s ?e * * cc a ft h ± x- m m t fit * * w t> ft 4 . 

ft ft 0 , 'J y XR 2: i n v i troT ft £ -ft t -3 4 . * ft *» h J\ A ft U b - V ffl IB 
S»fKt4ftftt!ff 'JxtWV/U ^ - ;b co 4 -5 jfi S =Sr H I* HI * ffl ^ T , U 
y^^Kfc^r Sxn-7jiiJ: it ft 4 (God i ng , Monoc 1 ona 1 Antibodies:Principles 
and Practice pp . 59-103 (Academi c Press , 1986 )) . 

ft <9> L t\ A ft U F-vIKft ^H-&tfD7cfc4«Sxn-v4DJB<?5l£flrti 
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f- y ^ r — y-j!A*y #^^b^y^7i5- -tr (hgprt4 ft {4 hprt) ^x*U 
^ ft: =5r £> if . AO''iH-7l:MtS «f tfi U ft M W fc (± , HGPRT A * SH Bfi £0 jfi £ 
ISJIfSMt^St^Jftyf T 5 / 7r'J yst^f i 2^* y (HATig it ) £ 

# tf -c 3b h a . 

COTfe-l.^ Z tl h CO h if £ L V> 5 X a — -?mMM J4 . Salk Institute Cell 

Distribution Center, San Diego, Ca 1 i f or ni a US A:fr> £> A ¥ «T ft =5: MOPC-21 15 £. X/ M 
PC-lli*»t«» J: ^^-XSSXO-?^, & ± V Amer i can Type Culture C 
ol lec t ion, Roc kvi lie, Mary land USAA 1 ^ A ^ fb & SP-2M M T fo h . 

a^'J K - v *ffl # fiJc W L X # ffl> (4 , I L-8(c W L T |6j ft ft § * 7 ? n 
-^^StflKW^K^/Sfer-y-fc^^tLi. # 4 L < i4 t\ A 7 >J F-v«Bt 
T±jS£ft£^y?n-^/]^*^f£i^#Mtti4, ^ffi*HSt4-it, 4 ft (4 
*»ttft!S*Sgffi(RIA)2b4 ^l±IBffl»X&ffi*l£& (ELISA)CD J; 3 ^in vitrolS 
& T -y -fe -f 1 -a T M 5e $ ft 5 . 

mAb« IS ^- T 7 — f -f — (4. ffl K. J4* Munson t Pol 1 ard, Anal . Biochem. 107 :220 

(1980) «X^^7f + -Hi)-$ft:J:otiS§flS 0 
^ •< 7''J K - v rffl sa # M 4 L^SStt, T ^ - x -* - is =t W4 ft Ji ?Stt <7) 

-y-ffct, ami»!Sf*s<Goding,±iE#!H)fcj:-5 , nitW$-a-4. -c7)ge^c7)ft 

ft (C fi ^ £ i§ ±ft (4 , Mi (f D-MEM4 ft J4 RPMI -1640i§ iffi T S . MiTA^f 7" U F 
- v ffl M {4 , »!»(cfc(t4Jl*M*^)iat:in vivo?)SffSt5;tt,?l4 

tr 7" ? n - y i 0 # » § ft h * J 9 n - ± jV K ffc t± , MiH'7nf^ y A-fe 
7rn-^, bpo#S/rt'7>^0?a , 7b^57.f- > y M M & ft . 38 W 
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ft%^«^y?n-7-;Wfii;ft£:3-F'f-& DNA(i , ») I t D lii^t 

> . *3t««A^ij H - v JO JI& ± IE DNA<7) 4 L ^ V - x t LTi)S(:±-3. 
-Smitt$ft£fc. DNA Sr H 31 < ? ^ - iz o £ r . U*>«Ji^llx*Xh 
*ffl US C ti ^ T =E 7 9 n - -J- ;k fit ft o fi£ £ ft £ fc 46 \,z , ^H, tf C0S*H IS % 

^- -v -i - - xa a x ^ - jpp m (cho) mm t tz u $ t =&■ tt *i tr y n y >j v * >- 

. aft 2: 3 - Y -T 5 DNAc7)fflMT"t7)fflm £ H ig (C o V> X CO V b a -HfiMJ± . Skerr 
, Curr. Dpi 

nion in Immunol .5:256(1993)33 <fc 15 P liickthun Immunol .Revs. 130: 1 5 1 ( 1 9 92 ) S: 'a 

tf . 

DNA{i 3. tz , m COiXfo 9 tt h Hft fciVLHSb'X-f y (7) 3 

- Fffi*ltf*»-$-4£ t £ i -5 T , BMli#*a/n/'J y^'J^Tf Hon 

- k ib m z ft m y o/'jya - k ie m caii^to^cat^tiiLi 
mwmtzte±%iftft. & y o7'j y iff «j ^ t f - h u * si bh <f> m ft <z> je m h * > 

CJ:oT*»S*i, *rt.MiiL-8fctt»ft*fto-ofoa;«e-&9lffii: . HSrS 

SUfc^fcc&JtSKaKO^rffifcffl^Tin vi troT H H § ft 3 S . Mil^SSIA ! 
. l«S»R(B*ffl^T4fclif *x-f /Hi^*»)St4ii:tJ:-3 

2. b h ^ fit ft 
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#t hSft^ t fit^jaa*^i?J;<»^tit^| 1 . - Mk to (c » bUt 

ft. AaWfctt -i b ✓ 32 b" --f yi'^ilLt^li. b bfii*f wt 

, Winter t 4± |WJ ffi$t% (Jones^ , Nature 321:522(1986) ;Riechmann^, Nature 332 
: 323 (1988) ; Verhoeyen^ .Science 239 : 1 534 (1988) ) CO ^ j£ \,z L tl ifi ~> X H Sfe § tl 
s * X 5 CDR 4 14 CDRIE & , fflStSb ha*«IWTI8lt4 i i: K i o T 
%$ix£, Lfttfitl t Mfc^KfMidf ?fi*t'l 0 (Cabilly^ ,±|E#B3) 

. * i T 14 H * to fc ^ £ * t b ^ b' * 4 X J: K> ffi H » * #\ IStS*bM 
i * CO IE 5"J T « ift £ tl X V> I. . liraSt LT , b b ^ fit ft <i A M to fc i4 . ^ < 

■o j&» co cdr?s * *s i t>° *r m =5r ^ < -p co fr^ a # * x s m # co ffl a tt gp e & * 

(4 , SEJKtt^JS^^&itr^cSEfiSTfti. ^ x b - 7 * •/ b t vf if ft & 
SfcLfc#oT, *XSt(E*co^r3EH^>f y co BE 59 ** St Si co b b "I ^ b* ^ -f y SE 
#1 co % £ 4 5 >f X 5 U - *» x ? ij - - y X § *t s . **ia»ji,*x$tf>«,0>fc:« 
ii^b ME M # , b fftR#«Ofcftfct b71/-A7-7(FB)t Ltf (tAtl 
ft S (Si ms^ , J. I mmunol , 151 : 2296 (1993) ; Chothi a,t Lesk, J. Mol . Biol . 196 :901 ( 
1987) ) „ t -5 — O CO # J£ (± s Lil t H$I CO ^ Jg CO -»f X X /!✓ - X CO d£ T CO b b fit * CO 
3y-fey-tfXlE5lJi#CO#Sc0y f L--A r 7-^ £ ffl^ £ „ «7t/-A7-? 
i4 V> < O ^ COS 4 S b b ffcfilf*: CO tl tb \,Z h ffl V> h tl% S (Carter^ , Proc . Natl . Ac 
ad. Sci . USA. 89 : 4285(1992) ;Presta^ , J. I mmunol . 1 51 : 2623 ( 1 993) ) . 

i^atLftj^ot, t t & £ J; t>° b b -ft IE 5iJ co H <X 7C ^ -r )V * ffl u T £> t 
i:^SBE5"Ji3j:t^#>7=5r«l^:±cob b^jS^cO^WcojiigtioT, b b -ft, fit * 

l * n t ^ s o a k § *l ft a x d x 'j v ie n co « a co «r tg ^ h ^ tu « it & » ¥ 
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i: J: o T , ft 3a ^ n 7 U > ffi n <r> m ffl « ffi K *5 ^ T St X co # L ft S ft H CD # 

7 ^ - 7=- -f - co i: 3 5Ii Lv->lfi;#:#te£jaj£-t & £ *6 co 3 y b >- -*f x ffi ?(J £; J: 
>f y#-MIJ!ia»S>«ftS;h.lS-&S:h.»4. -HWt CDRS S 12 H ffi * U 

3. b hSft 

b b^y?n--^H5t*fi;W 7'iJ |!-7i£fcJ:oTfl:«S*ifli. h r- * y 
? n — ^/kffi#;co£gico/£a6cob b Sxn — ^SBJS^&U'^^X-b b'vr-n 5 

X n - -7 IHJia^ (i , M i. If Kozbor , J. Immunol . 133:3001 (1984) ; Br odeurf , Monocl 
onal Antibody Production Techniques and App 1 i cati ons , pp. 51-63 (Marcel Dek 
ker, Inc . , New York, 1987) ; i. tN'Boerner^ , J. Immunol . 147 : 86 (1991) IB 54 § tt 

ft '& it i. DrtHtt»^a/n/y y4l»?#4Tt b Ntftffcw^A'WC- 
*ik3&*3HftTI4^riBT&«. 00 £ tf , -X 9 T £ M JR 3*J 5 a - 9 V h V ^ X co 

m * hii » ^ « « ( j h ) m m t <?> * * m & * tt x * a* , 1*1 a tt ts * * * « a ± % m. 

bhfii:^c04i4Sr5|§|ai-rT'ft^3 o M X. (£ Jakobovitsl? , Proc . Natl . Acad . Sc 
i . USA. 90 : 2551 (1993) ; Jakobovi tslp , Nature 362:255 (1993) ; Bruggermann^ .Year 
in Immuno.7:33(1993)#HS. 
ft h 0 (C # b b H-^-i*0DAaE^nry>^r3E(V)P^>f ylfif l/A--f 

'J 

- j6» £> in vi trot" b h ft frfc i If'fiftRfr ^ 4Sf S t J6 C , 7 t —i?? A XT 
V — }£ (McCafferty^ .Nature 348 : 552 (1990) ) £ ffl ^ S Z. b tP T # & . £ CO * £ 
T" li . fit fle V K .X >f y it ^ # M13 £ fc ii f dco J; 3^1I«A^f ^7r-y« 
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- >"ffc 3 ft , 7r-y'8^i?)^I(:li«^KftlSffrt LtIS3tiS ( M «E % 
& ^ fi 7 r - S J y J a co y y 7 >V x h 5 > F DNAn tr - £ tf co f , Sfr^ii 

{f Johnson^ , Current Opinion in Structural Biology 3: 564(1993) £ # 0 Vji 
IB ?IJ O ^ < O * J CO y - X 7 r - ~J T < X 7° V- - }£ (= ffl ^ ft 5 h . Clacks 
onf , Nature 352 : 624 (1991 ) fi , ft SE -ft 77 X (50 W II & * CO V® fs CO /h 3 & 5 > 

. # ft is -ft t h h - & * vit ^ co v n - r- u - ifi m m 3 ti n . m m < § a 

KM £ * ) C0« « & ffi?ij » -T S Stflc # £ Marks^ , J . Mol . B i o 1 . 222 : 581 ( 

1991). * (J Griffith^ , EMBO J. 12:725(1993) t^fEM 3 tl?zJj&l/Z L tz -5 T 

^coft-ffijE^-CUU Sttt*MJ±rt^«-&T'$ji.-7 i -S'HV*M-$-4( 

#=rfflsas3iM^S)« iA§n/;u<oi^^ftiiS77^f^JiL, fit 

T 7 <r - -r 4 -Sl^g/o/iJ y £ B ^ L T u h Bffl IS # *F £ L < t± & co m M 

i-v^y ti&<k%ti& . ^ <o^^comna ^- x. — y is *r ~/7 

'J y 7 ,h L T *D t> tlX ^ h £ ffl ^ T KiK L f# 6 (Marks^f , Bio/Technol .10:7 
79 (1992)) . £ CO m T fi , 7 T-i^f -f^rv-t i 9 ftfeflft — & CO y t h 
I#:«77-(-f ^-i^. # ft ffi It F ^ - M# ^ ft ^ V K ^ V « f5 ^ CO 5*; I* 

fc is ; o»«SEa*^)i'^-bu-*fflv^>t, Hfi fc m co vffl m m m t co m m w 
^t^iit i r>t«i$iif#i» , £ co ^ (4 nMco m M T CO T 7 < - 7- 1 - * fif 

-^ltU15f ^*-H, Waterhouse^ , Nucl . Acids Res . 21 : 226 5 ( 1 993) \Z 
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T , 7 r - V f 4 X7V-ffiCJ -o T f# 6 ft Jt * X S fit ft CD Hff J3 J: Xf LSI V H .x 

•9 iS § ft ■& t „ b h Sift 3&> W £> ft S (1993^ 4 Jf 1 H \Z EPJgiJ § tltz PCT WO 93/06213 
# m ) . CDB«^IO:4fiK»?f*XSaflc^b HtfcR9:D, H <V H m J4 * X S 
iB W CO 7 U - ^ 7 - ^ 4 (i CDRH S t * 4 * ^ b h tt # * S ^ t K -f" S . 
4 . ~ S ft H 14 fit ft 

-S^Httfitftfctt. ^ < fc&-o«Sfc$fSMfc**-*-*i&-d'*fStt£#-3 
t7?n-t;K', if 4 L < « b L co 4 fc (4 b h it £ ft tz fit ft T $> & . ft X - * 
•C 14 , IL-8*3 4 #f 4» $ CO H 7 , 4 £ (4 Zl O O M * & * -f X CO I L-8 ^ U ^ T f- F 

n tt fit ft ffl m i £ * (4 , i^o^a/n/'j y hsi -lsi ^ r it isi ^ ii ^ * -p- 

V^Tfc 9 . £ TI4 ~ CO HH J4 ^ & & ^SttSr t O (Mil stein fc Cuel 1 o , Nature 
305:537(1983)). ft S X a X l> y HSI t L SI CO 7 ^ X A & H 8'J CO tc * , Z tl $> CD ^ 
A X U H - -7 ( ? T -y F n - v ) t4 10« M co M 3r h fit ft # ^ co £ ft * it it W t 4 

m l , -e co tfi co - « 3t* tt # ie l ^ - m n ft e fit ft sr ^ t- 35 a . ie l ^ # -? co » m 

{4, I$T7 -(-f ^-^n?h^7 7^xf 77t J; O^^l.^, tf L h 
Mh L < . ±*ttttffi^ . |5|«CO^r&{41993^5^ 13 B fc EP fj § ft£W0 93/08829 
i3 4 t/TrauneckerU , EMB0 J . 10 : 3655 ( 1991) iZ IS j£ § ft T § 0 

ofitftTfT^b'^-f V (fitftfitMte-^gRffi) Sr & ffiXn X U / S S F / ^ y BE m t H 
^tS. »4U<(4Ii^(4. ^*<fc«>by^a5, ^-C0HSI^^ffli«(C H 2). ts 

4 v ffi h « hsi m m m m ( c H 3) * # tf % & x o x u y hsi ?g « is « t * $ ti s . lsi 

^co*S^^^®^^e^#^m-c T )HSlJtSffli«(CHl)*l^ftcO^^< t 4> - -3 
fc#ftS^Scoi,if4 LH. ft ffi X o X U y HSI It ft S- 3 - H S DNAi3 4 V '<& 
m-Cfotl «4 ft & X n X U y L* £ 3 - K * DNA£ , M«<05fi3S^^^-fc«»a 
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ffi § #1 £ . L j&» L * j&» L> . ^ » SI T *J> =5r < i: t, ~ o <0 # U ^ T * K £ CO £ * # 
ffi v> JR * £ ?| £ fi £ L * , 4^li^^fJ^* s ig<7)i®tt^jt^5:v^^, 

«»atfifc**^riBTfti. ;«7/n-f off i Lui«®in j; I. h , - a 

^ g tt St #c ji - o co N o 3$ - <n m it ft m tt i ft o ^ -f r y •/ Fft|/D/>jyi 

& t » fc y y -y K^g^'nyy y urn -im •*< r m - co m it m m 

tt & & « -r s ) ± o it a . <r co # ** * co « it u . - a # n s # ? co * # # ft £ a 

ZI1*l!ttSft«34fcBi*4lt5JffifcO^'CI4, W i Jf Sure 
sh^, Methods in Enzymology 121 : 210 (1986) * # Hi „ 
5 . ^ r- n & K * 

t m ^ § ft fc fit * i d js, & . k ts # « w ^ «r , i^^^iicMLt^giii 

WiMttSfci') (* H# It m 4, 676, 980-f-) * st {iHI V!S*fc CO S? CO tz ib (WO 91/0 
0360;W0 92/00373 ; L T EP 03089) ffi 3R £ ft T . ^ -r n ffi St fl= ti U *> 5 

TfcO. fc<SX,tf>3E»i£i:ft Mffillf If SI 4, 676, 980^1 t R § ft T V* § . 

iii.fitiL-8«:*«»Bf tfe (tiffifflffi 

I L-8<9 ffl ^ tt j£ M £ & K ^ 4 » Br ^ <9 JE ffl A , ^^BgcotfittliftS 
ft J4 B & tft ffi »T fg % i/ 7 i- )V £ ± -f h Z. fcj&*«riB2r^a»2r4 i> f) T" t f) D ft 4 

. m i. « «i m is * gp # {± , 3 h ; i ^ c , 3 2 p , 3 & s t (i 1 2 5 1 ^ j; -5 ^ ^ ^' ^- r y h 

J: 3 * » -fb ft 4 (ift^A- 5 * -fe V Xiti^m ;9i I if 1 25 I, 32 P, 14 «s H 

co i 3 
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is ? — -e a ii a 3 ^ v ^ m ^ ;i/ * * v r - -e <z> ± a p * tf £> ti & • 

ttfTS, iX t (4 Hunter^ , Nature 144 : 945 (1962) ; Dav i , Bi ochemi stry 13: 
1014 (1974) ; Pa in^ , J. Immunol. Me th. 40: 2 19 (1981) ; 33 J: tfNygr en, J.Hi s toe hem. a 
nd Cy toe hem. 30: 407(198 2) lZ E» $ ti tz ^ ffi Sr * tf . 

0 W i. Ii , Zola, Monoclonal Antibodies:A Manual of Techniques, pp. 147-158(C 
RC Press, Inc. , 1987) # HS 0 
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IL-8J4 ±fettJfti.iBJfi*^'f--v — 4fctt^«6*«fc<03&><9« IL-8CO T7<- 
^■<-«l?(ct*fflTftS„ W x if # ;k ^ - ± m & tz (4 ffl i» co J: 3 £ V - ^ *» 
6 I L-8 £ » M -t h ii. * , ifL<5>«tPt*&2|c*IPTJ:<tt6*tfcS«fcJ:oTH 
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iv.iL-8fiffit»iwj&af±o«j«ti i 

W t ff^T' £ £ -V U T — , Mff^SI 4 ft l±$gffl (Remington' s Pharmaceutical 
Sciences, ± E # JH ) t ftt S 4 L M S £ » O I L-8HF fit 3W ti-Sffi'jRA^iSKS 
ft £ . ifSTSS^UT-, KJBJWifcttSJSJHli. lU^SS^Itil 

y 7 r - ; T ^ n ^ t > » * * tr » -ft K ± « ; ffi ^ ^ * (ft 10» 3£ J: »3 /Jn S VO U 
^ T -f- H ; ML jff T ^ 7' S y , t'7fyJtl^S/a7''jy( r )J;^ d :n^?I; 
"J b* -;Kfn 'J H y cr> X 3 & M * tt ;K U v-;^>J is y 7 fV 9 S y , T X 

rj — x , ?yy-A^;lif J fX b U y £ # ffi <?d m * -ft SSa ; edtaco J: 3 & ^ b- 
- r- IS IS ; v y - h - ;v 4 ft {± V ;t* b" h - )V <r> 4 -5 5r » 7 /b n - ;t- ; h U A co 

J: 3&&£^Jj£LT^S#^>'^-^:*:y;fc4t//4ft liTween, Pluronics4 ft 

(irff ij if u- y 7" u 3 -/KPEGXO 4 3 *r#M * vtt ^ ffl *S tt £ -tr tf . 

in vivo<0JSt^-fcfflV^*l4 IL-8ftfitfflI4, M B § ft T ft ft Hf 4 4> & ^ . 
Z ft It , % *S « & is 4 V * £ Jd x T 7n M -t S ft « m 4 ft (± 31 * flj ^ T , IliF 
»*V7'^;'£aLfcrjiC£ l ?£5ejfcL»W'i3*i4. I L-8}$ fit li a Iff ii it 

m&mLtzB m 4 ft u * m % x- & m £ ft s -c h *> 3 . 

m ± o I L-8ft fit JW ffi flUi - « W £ . i If A T i± It i+ T Jt ft * * h y - * 
fioffiait^IA 7 4 ft: tit ;M 7 ;k <0 J: 3 ft . 117 ^ -tx^ - b 2r ^> o S 

» rt fc ■ s&> ft s . 

lL-8Sffifflf5#^efi^ii . M ^ if ff M . HIM 1*1. «fWW, 

n k 1*1 4 ft it m se « h k t «fc s , isia^iiiicj;^ s^a»it*yxf 

A t J: 5 PR A , a It 4 ft (± * J: 3 5r Bt W <F> H m t III fO L T ^ S . 

ft ft fc r ' if >- $ ft ft J£ IS H co ^ g tj ft & « ffl « ft ft i L-8JS fit ffj £ * tf 5^ 
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■% i ± ffl I T V* 4 . * to — o a b L T . I L-8S fit M ti x - t? V A- ft £ ft Ji 
RATBHT-a-S-Sfi*. * ft M S 2 ft li # MJtS'&L & I L-8S fit M «i , H 5 >f 

'Wr-k t T x - n V /Utt, ifeftJiftSJMSrffl^ ft » % * S ffl ft T" a -5- 3 

ftt**Stffli^ii^. S*iBffitt3H«Wf:LT. sKU^df^xf-i^yaiJHrll 

1*» 4%^ R IB lz h h T h ^ o . ttW^It Lt, SliSttWIi^'Jjr^yi 
f 1/ y y ;p t' ^ y t y 1 1/ x - m 1 1 j y ;i/ 1' j' y f y t k x - f t J) S . 

ifti-ny;^j?ijtt, ^i^wtrfg-rs s # s? at * w i l-ss fit m a z. v ft 

ft §£ 3g £ * tf . *SI«F7^^/-x-ny;KI!Jli, I fit 3!l co M *» < 

& ft: <£> so . ~> 9 V — x N y^t'b-;K x^n-^S^livy^f-^isi^f 
ix 6 o ffi <H tic so i 3 K 3S tt «t 0 J& S . it * T h ti V 5 >f ^ r - x - n y ;p 
m 1j T £ ti , J&^ttx-ny^ftSfi&ftfUfSr&SrV*. o * 0 <e ti li . x - n 

b JlitS^ftt, ft flc 4 ft ti S ft co & ^ *H ft ft 3 ;fx 4 tt it ff * 6 & ^ t ^ 

ft L ft: IL-8JS tii»*»«^t3l^ifc*«a4Lv^.j«Att»f»ffi»ffi«ap*»S! 

-r s ft * eo * -h m co x o %m<DmmmmTi& , x - n y )v ft l ft il-ss fit m & n» 
isfcia^ifc^aiu^. -ffiwc> *e x. -r ft -r & a =t <r> t % <z> m m it . mm 

Sf A51Mf S 4 ft {i li$ iti < £ t il4tJft»t, 5v-< 7 n j< - ? - (u 
m) 4 ft (i ft J: 0 'h § Vi t" 6 ^ (Wear 1 ey, L. L. , 1991, 1991, Cr it. Rev. in Ther . D 
rug Carrier Systems 8:333) „ 
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ffl 6 ft » 4 . H*«i*<oa^«ofefta»t:fir>f y^tfJA-y-iiiJi 
«§iit^5„ L Jtf L (f . »*4fcl±l«5>f^^^-«kJ6r<ox-o V ;U fl: (± a J± 

a x * # m t -r & t ■$> h o . is je # * t* * # b -c - jr m iz m ^ ^ ft h h s 

1 , 1 , 2-f h * ii^IA^fcit^'tJ 

ft 4 . 

ft 4 . SgSK-S-aiKA&fi&^SftSi:* S*tc4fi#Lfc»r3e«:5rS-5-*J: 1 9tr 
- x - n V m T i> m v> ft # & . 

(7) y X f , Newman , S . P ., Aeroso 1 s and the Lung , C 1 arke , S . W . b Davi a , D . , 
PP. 197-22 fc HB^ $ ft , *^BHtMilLTfflV^ftf#S . 

tf> m L fc 0!l t L T , 7B? fls £> ft ffi p° n , M X. (f 7 4 )V A 4 |i •? -f ? cr A 7 -tr CO 
ioiiSW^IIW^'JV-Yh'J 'y^X^^fe. » * » SS V > U -y ? X fc (4 
. ^ijl^ t- )V bFQ 'J 7 7 f F (U. S. 3, 773, 919, EP 58,481) . L-^'yU ? 

5 Vlt^ytlf - h O 3 ;Jf y -7 — (Sidman^ , B i opo 1 ymers 22: 
547(1983)). Hi U (2-h Fn^f ylf/l-^ ??'JV-M (Langer^ , J . Bi omed . Ma 
ter. Res. 15: 167(1981) £ X If Langer , Chem . Tech . 12 : 98 ( 1982) ) , If 1> h* — )V 
T -fe -r - h (langerf , _h IB # M ) 4 5t J4 itf U -D- (-) -3- b h'oJf yll(EP 133, 98 

8) j6« # 4 ft s . nmnkm i l-sk a *i» j« « * *; . u <t° y-AtsA^ti l-s^ 

fit ffl * * tr . 1 L-8S Kffl**trU#y-Ali-e*ii*j6«a»I^*-ffifcJ:-5TM« 

$ ft S :DE 3,218, 121 ;Epstein^, Proc . Na 1 1 . Acad . Sc i . US A . 82 : 3688 ( 1 98 5 ) ; Hwang 
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m ,Proc. Natl. Acad. Sci. USA. 77:4030(1980) ;EP 52,322;EP 36,676;EP 88,046;EP 

143,949;EP 142,641; H * ffl ft ff ft fig 83-118008 B # SI 4, 485, 04 5^ t5 i V 
IS 4, 544, 545^- ; * L T EP 102,324 , # il « U *° V - A {± JJ| « * M 30^ )V 

-^yfai/Xfo-/^^^^ /h?^r (^ 200-800^- > ? x h o - A /I 

o 

fill, f LT,i*«fti(:fe#tSt'A^o. ± of, -fe9e*Mi**0)i&S! 
±<0»**»*&Btt#"3K-5-*£WiffL, 8 & K * fli IE 1" S i ti ! iflt$ 

>b a . ft m m t,z it m m m « , K4i* { iiiv^s^»)St&«ciJgt4it 

I L-8S fit ffl S- K 4- ■? h T ft h o . * S W it (4 ft 0 & fc 0 ft r v -fe >f t i -5 T 

jg co m ?l n ft , m« <7)&mcomm±cofam. mm comb, n-m mm commm^ 

^ftT^Sffift^r^^-Sr-^tf. a-^ftSfitffrft *&8e±ftW3&i 

± 15 # * * £ § ix , Sltttfc{±1Stti*©ffiSr^^-rSi fcRtflftffiJfi***^ 

■T*ii:**trg|jil« ; ^l», 55? « , i&*fc#B$r*/h*T*4. ± IS * 14 if 4 L 

«fc Dlitlili. 

- ft m 3r tf m k Ltli, K ^ Jl 3 0 ^ K □ « t a # S *i 4 IL-8S K 3H « to ft 

ft §g as ^ * * $a * « . - BSfcOjft^ttsafcOtto.ia^sos ij^?a(m 

/kg/g)«ll(:|i 0 , ffl^£ft&IL-8tetOJft#ISW&WftftfSBItf:03;^£>20 
mg/kg/B T"ft 0 , 4 L < I4 0.33&> 6 15mg/kg/B T" ft ^ 5 . 

ft 2s&* ^> 5mg/kg/ B ft iS ll fc ft £ 3 . 
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l!iSftMlt'lil)lv^ ?o/5A (// g)/kg/B *» <^ 100mg/kg/B <7)iEH K ft 0 
, /h^^KSriitt 1 /x g/kg/B 20mg/kg/B cO*SHfc:ft4T-ft^ 3 o 

*»WI±IL-8»SMSfflV^*IA^ ; F-|»i£i:J6*ffi«0Pi**«ffi'r4 . I L- 8 
ft tit M £ ffl V* £ T P )V *f - tt « A <9 f W £ * <?> * fct s f M £ *i 4 T V )V 

y^ts ^ -r tff * a r - tt « a « » a m « 24W h * -c t , if c»Lt 

ftO. 1*» £> lOmg/kgc?) fitf* RX * fi4tKk*>'IiU>„ TW^-fiBUS.** 

4 it tt s ^> 3&» fc us a <o j£ # * i& a -r 4 £ t # a t - o « mm m m t it, 

fcttWJ&<9ffitt<3»3aTtiffiIL-8K#K*<O*&0.1j&» ^> 10«g/kg«tft^tC lotf 
« <9 * o fc 241* H J2t I*! W 3 *i 4 . L*a4i^*M«SSI«ltt^,l 
ft H ti ft 4 =5: £ B# jfi T* t> a 1£ £ K # -T 4 <5D (c ffl fL % h Z i: ifi B 46 

ix 4 -c ft 4 a . m z_x*$tm<m> m\± , &&m&&m&<7)®imz mm-t zenzm 

H 6 *i» 4 . 

LfrLti^feiEftiLfcJ: 3 . I L-8S fit ffl <0 S £ it X 4 * 14 i& ft _L tf> 
« * fc * * < « 3 . »L^S^-*t^^^A-;k2rafK-r4«^ltt^47T^ 
* - i4 , ± IB ffi fB L fc J: 5 C f# ^ ft IS * T ft 4 . 

il-8S fit mummt^-ox ^6 t tz a « ,& ttSAs^isafc a j& « 

v^-etifcttattitsfLi. m jl if u * - v ^ tt m t& 2£ « * t 14 , fit # i± ^ ^ 

axt o>( I L-8S St ffll * Jfl ^ T W A tt *S * S » 

S! -f- 4 * t {4 . M « 3: M H . fit b X ? 5 xt*7UyfeiV^ft.6<0 
««K«J:a*iBA«»KC*fflr»4-O3&>*}h.Ja±<0ft2in«=3rKS5i:I L-8ft 

fitmsrft^s-¥--r4 < it^ikiatTv^4.±iaffi^M^^*S!i*(4M^tcffffi-r 

4 I l-m fit SO « fi , m A 4 fc {4 i& 9! « ^ 4 y % L T _L IB m m L J: o ^ ftU « 7 r 

^-tft#ts. £ it 6 (4 - jr m iz £ ft 4 v m ^ 6 x ^ tzco t m t&$-M:x 
mttk^m&xm^^ti&fr£fciizti£x*m^htix%t£&^mnffiifrh99% 

T'ffl V» h tl 4 . 
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51 #j m ^ (i # # h LT;;c«aKRDaifi6. 

A. b b lL-8fc#-T 4 t7 ?n-fjl-fifr«tSfcltt 

Balb/c-? <7 X £ 10 V >f ? n ^ 9 A ( j« g ) CO jjfl ft i. t h I L-8 ( (Ser-I L-8) 7 2 £ J- t* 
3f V CO Bt ^ t L T £ S £ #1 ft (Hebertl? , J. Immunology 145:3033-3040(1990) 
) ; IL-8<i Pepro Tech, Inc ., Rocky Hi 1 1 , N Jj&> £> ffi M W C IZ A ^ «S flg T 25 4 ) CO MPL/ 
TDM(Ri bi Immunochem .Research I nc . , Ha mi 1 ton , MT ) f 3 S iS L t i CO £ A3 V^> T # 
ftWWItifettllMrtfcftaE'fcL, R»cOIL-8£fflUT -^itJn^ffi^ Lft . £ 
n^^HitlJ. IL-8y*«B»4Wfc»f 0 **s3r»t*ltr(Ser-IL-8) 7I **lft-i-« £ 
t 

Sr/Kt". 10/x gcO IL-8cO;Kf£co}e Jn&jg 2r Ifc-^tfO = B 15 l>z ft ft . H¥JH*fflfla*Jfe 
{4 HI % CO U V ^ W Mf US * , M a L ft i o t35I^yxfV^/iJ 3 - ;P £ ffl T 
5 X n - "7 P3X63Ag8cO # # 5* ? n - > T $> h ~? •? X 5 X n - V P3X63Ag8U. 1 (ATCC 
CRL1597) t Rt-g- L ft . I^^ioag, ELISAtCj; o t IL-8t^tli t / ^ n - t 
)V J5l fls CO ff it « ft ft A )V f- a- - ± if £ -X ? y - — y y" L ft: . 

ELISA(i: lilT CO 1 -5 CHiL^, Nunc96?v -f A y 7° P — t- (Flow Lab , McLean , VA 
) & 4°C 3f - * - ~f A hTU yi«f41tfi*(PBS)ift«27>f ^U/5A/S 'J 
U -y h- ;K/x g/ml )<0 IL-8CO 50v A 7 n >J -y h/K/iD/^x/^ffl^tn-Mt 
. » 0 co I g 14 ^ & -C H *fe Lft . ^#SW»-&*ffi*lliSIH(hr)0.5X^^j(li»T 
/!✓ y 5 y ( BS A) Sr ffl V> T 7' n >y ? L ft . f tli>^>7l/ - b J lfifi, 672<7) tf L 
tva7C«I^'7i;l'i&^^^ y U F-v^;l^^^-±?fc7)50Atl/'7x^i:S^ 
O^a's-M. gi*«Sli*iaT;l^XrUJhX7r^--tf»-S"V'¥fiiv^xig( 
Tago Co. , Foster City, C A) CD 1 $ V 7' z> A / 5 >J U >y h ;W (mg/ml ) X h -y 9 M M <?) 1 
: 1000ft m ; M CO 50 m l/^i/^IHt^y^fa^-h L ft „ 7 1/-K:g^Lt 
^Sfi-rTK* CO y ^^L- * PH9. 6CO ^SgyjcS "t" b U 7 r - 4 1 CO 0 . 5mg/ml CO r 

-- h n 7 x u ysiscoioox< 1/^ x /t- £ in £ s i t ± -5 TilS Lft . fe* 

£ EL I SAT Is — b 0 — ¥ — (Titertrek Mu 1 1 i sc an , F 1 o w Lab, McLean. VA) £ ffl 
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^ X 405nmffJS t ft o #11^)071/ - h £r 0 . 05%Tween20 £ # tf PBST" 3 0 St r> 
ft: . 

3 > h n - /Hft m i 0 4fg =fc 0 ^ < I L-8C0 jjg * £ L ft # /I' f- -v - ± » £ # 
V -f ^ 7' k L X M ffi L ft . iOilfcLittfoT, 672CD j& W L T V* & it co I! 
*7 ^ )VCO Ibtf tff f < ~f T h -o ft (2%) . £ ft t> CD ij f- 4 7" ^ -Y 7" 'J F — V itB )& 

iffi^f ^ 7A>f 7'J K-V<Z)7o£S&KJMT<Z>J:'3{C*f«ffttfc. ^ J 7 u 

- -f tVtiifcCOT -{ V ? J y° £ , ^-A'^tOT CO IL-8& ffl H ft Nunc96^ -f A 7 
7 1y - h (Flow Lab, McLean, V A) CO 3 - b . BSAT CO 7" O «y # > ^ . # 71- f- -V — ± 
it * ffl V> ft A V * - a > . 31 § Be V> T 7M V ^0"tlIW7;l^ !J*X7 
T ? — -f£ -V fit -7 ^ X Ig (Fisher Bi otech , P i ttsburgh , P A) O FJf ^ i <7) in £ 
i-)tl£L^. T ]✓ - h C tS L ft Sf fit * co V ^ IV £ ± SB L ft ± 3 r- - b 
a 7 x - )V V y R & <J0 flu £ J; r> T a S t ft . 

KtSftfc^tWty ? n - ;L fit ft 36* I gG x a tz \± I gG 2 ft & y* n 7" U V T A V 

^ >f 7° «o -T ft tf fc JR L X ^ ft . i ft h co * y 9 a - + ^ fit ft; * * tf II * ^ v * % 
Ji % ELISAfctJV^T**^)IS-^«O50J!*-5-i 4*«Hf <0lftfc J: ^ Tig? ft S 
J: d £ „ 10, 000^ 100, 000CD KB CD fit ft * Iffi * W -> T v> ft „ 

Z tl L> co =t J 7 a - -r )V fit ft ** R t x b° h - 7° IS *> if 0 *» 2- IF fiffi -r £ 

ft * , i^WS-^T t' ^- f- y -ft mAb ft 9 ^ A- mAb« fH 

1: 100T" , t * f - y -ft mAb 5. 12. 14fD*S^ti R — «OmAbt i -5 T * S fc Fl 8 $ ft ft 
*«BAb4. 1. 3tC i-5tHH§ilf , tf^f > ^tmAb4. 1 . 3cO IS i=r ii mAb4 . 1.3 

i T ffi W § ft ft mAb5 . 12 . 14 iz X -> X \± W W $ ft % *» -5 ft . ^ y ^ n - ;P 
fitft5.2.3{imAb4.1.3i: |h| « ii S » ^ . -^T*C^y^n-^;l-fitft4.8t 12.3.9 
iimAb5.12.14i: Hitli o ft . * tl Vp X mAb4. 1 . 3 i: mAb5. 2 . 3{i N ^ y ^ n — -f- )V 
fit ft 12.3. 9, 4.8-e L T 5. 12. 14 1 i otggSftSxt h - y° t lil^Sih" h 

- 7° (M) tzti^-t h . — h n-tr/l-n-y^-y^-tcEl^-lb^ftft lL-8t*t-T£fit 
ft CD R JE tt S- fp fiff ■? I ft * fc , A A y b' y L- T n •/ h fit W * s H it $ ft ft . ^ y h 
o-/17^X I gGfit ft ^ IS M t * - ~H T , 70 ^ T CO fit ft tf ^ - ^° - Hz m £ § 
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ti fz iL-ssr mm L tz . 
i ft £> « fit * co » 1 2 5 1 -i l-8 * ft £> x s fig ^ £■ 5 y * -r a j m » u m <RI P) 

ti DIFIILft. «Et5t, b Ut- 1 25 I-IL-8(4X 10* # V Y ^ — # (cpm)) 
2rM^T'lB#raO. 5%BSA£; 0. 05%Tween20£r # if PBS (T -y -fe A .y 7 r — ) CO 0. 2ml 4i 

SSRJgO-V^fitV^XIgtitJflLj* (Pel -Freez, Rogers, AR) CO 100ml £ So Z. T . ii itr iJ 
£ g ffi T 1 ■? HJ 4 >" * a ^ - t- L tz „ 4°C (C ffi § ft ft 6%*° U x U y ^ U r? - )V 

(M.W. ) 8000) «0. 5 5 U 'J •/ N ;K»D * flu i. £ z tti 0 ^gl^ft* 1 '* 
IS L . 4°C T" 20# CO 2, 000 x M (g) CO S 4> ft M <T> ft , _h if £ T X b° V - * - T m 

* l . ifc is tc a # u t ^ e » it fig * # y v * >- * - t ft a u . ssm^s^ 

CO/-? - -fe y Y- l± £ tl& cpm-A - y 7 ? ? y F cpi)/(^c P «i-A' v 9 ^ V F cpm 

) fc L T tt* § ft*: . * 7 9 n--*-;HSEflc4.1.3. 5.2.3. 4.8. 5. 12. 14-?- L T 12. 
3 . 9(3 1 2 5 I -I L-8 £ ^ SE 36 * «fc < fit ^ i — fi T fit flc 9 . 2. 4*3 ± t>' 8 . 9. lii ELI S 

IL-8t l±*S-&"C § & 6 ~f RIPT-ii: tt 1 2 

& i -i l-8* m t> t h i tiStS^^^Jtf* I ) . 

< ■ . 

L o B&KT & t * * =5: iftJK^ ^ 9 ^/HL-8C i: S 1 2 5 I - 1 L-8 (20 , 000-40 , OOOcpm 

L 7t 0 #mAb<7)» IBSft (77 ^ - f VersaT erm-PRO 3 yta-^7n^ 

y A (Synergy Software , Reading , PA) T » ft S ft h X 3 f 7f ir - b'7n 

N frflf (Munsonf p Anal .Biochem. 107:220(1980)) Jffli^^it^T MS L 
. ^tl^O^ 7 ?n-t^ffi*(9.2.4.fcj;t; , 8.9.1fii<)Ojg«g|£(K d )(J2 
X 10" 8 ^ 3 x 10" 1 0 ^ )V / U ^ b;MM)^HtJ)§ 0 3 x 10" 1 0 MCO K d £■ ft o ^ 7 
^ o - ^/PSl#;5. 12. 14a6* . M^L^^T^^y^n-^-^Stft^^T-Sr^Ty 
-f - f 1 U:(S I ) o 
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,1 ft O ^ y ? n - fit * CO I L-8*S tt £ 4> W f h m ~h £ m -f h tz iz . «t 

1$ £ IS-^^" S 1 25 I-IL-8« fi £ SIJS L tz o *f *JsR(i Mono-Poly Resolving Mediura( 
M-PRM) (Flow Lab. Inc. , McLean, VA) £ ffl V» t IW» L tz . ^15^ & i: , $T T ^° 
'J >"Cilti±L)tt MLSSr. JflL ?S k t§ tfi <75 fij ^ # 3 . 5 : 3 . OT' M-PRMfc ft L . H 

t 30^ 300 x g-c a 'D # si t tz . * n « ^ < # ft ti if + a & m 46 , pbst - 

ft 

m ~> tz . ±IEISt'{±^4'ot7 / f h dp - A if * i£ t # " T 95%C0 ft 4 1 * 
J; "9 £ * # 4 ft . g m- W m is T -y -fe >f # & T <o i 3 fc 4 § ft fc . 50 v A 9 

n U >y h;K/( 1)(7) 125 I- lL-8(5fy / U 'J -y Ml- (ng/ml) ) §■ Igt 30# 

0.1I-)yftifr;^S y (BSA)£^r& 'J ^||*|f^aA**(PBS)rt£O50ju io# 
9 IL-8U00V ? n ^ 9 A /S U 'J -y h /M // g/m 1 ) ) 4 £ <i J 7 n - )V fit 

* t ft iz >r y * * < - b Ltz. -e ft ^ a m & 37°c t 15^ 100^ 1 <f> m * m do? 

ifflfla/ml) i: ft t yJfjL^. - h Lfc. 20%X ^ n — X k 0. 1%BSAS: tf 0. 4nl WPBS 
t= S ^ 3K L 1 5* 300 x gt" 31 >t- ft W. ~t h £ t t i o T «g L tz 1 2 6 1 -I L-8 * # 

JSC ftf |g £■ # y v 7^ r> v ^ - x- if ay l. ^ o 
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ty?a-t;l/S*4.1.3, 5.2.3. 4.8. 5 . 12 . 1 4-£ t T 12 . 3 . 9 (4 I L-8 t mAbCD 
^ /Wit j&»l:25"C b h Jff 4* BR C *f f h IL-8C0SIS-& £ 8 5£ 4 9 ^ < PI « L , * ft t 
teRtt lz s ty?u-^/kfit#:9.2.4£3 4:t£8.9.1«4b r-ffffBRicO^cOg^fltt 
MtS lL-8<0Si-£ * ffi«t4±it»i!t. nyfn-^v^xigGUtSf* 
Sjc (C & IL-8C0$£-£ ^iSILfc<Ot\ mAb9. 2. 4fc i tf'8.9. 1C J: £ -f CO S S 

» 4 I L-8» tf> ffi » # » l» W «> tf> J: :tl>5. ^-ft^i^y^n-^ 
/t- f*: 4 . 1.3, 5.1.3. 4.8. 5. 12. 14-e L T 12. 3. 9(4 . if ffi 6<J & tf W =E 7 7 o - -J- 
A'fitttT* 0 . -^T'^y^n--^;PK*8.9.1J3 £ J;V'9.2.4{4#4'ft ; Ey'^n- 

;p fit * T" A £ . 

I L-8 £ J: T St 16 § ft h iff * Sft * it tt * 7' a >y ? 4 fit I L-8fit * co ffi ~h i4 JSt T 
to 4 -5 lc IC ft § ft . I L-8 lz J; -5 f it » § ft 4 iff <f» * ^ -ft tt <4 # >f r y x y A 

- ffi ^ ffl Vi T ffl^ ^ ft (Larsen^ . Science 243 : 1464 ( 1989) ) . 0 . 12BSA £ # tf RP 
MIfcB»iH3ftfcl00jultf>b h if * * (10 s $9 JJS / 5 V 'J y h /KM 33 /ml ) ) £■ ± SP 
f- x y A — t B # . t / ^n-tllSftl 1 ) ^ (4 * L f" 29 /ji 1 CO I L-8 (20nM) £ 

t f - x y ^ _ iz a ^ . ii^ 37°c tmr^y^fi^-Mt. t sp ?• x y 

^-fc#»Lfc##«*5>f h =¥ - A if ^ fi T" % fi L . «**-fcT»MLJfc(100 
x fg ^ ) . Si/^-7S/t 9iJ ±-f io«S* ^^uaiL-/;. rf> ft * y ? n 

- 1- )V$iW. 5. 12. 14*3 X y'4. 1.3(4 . I L-8 t mAb« ifc ifi 1 : 10 T" I L-8CD iff SJc ?£ it tt 
vSttfO(5(i'70%S- 7 n 7nfc. ^mAbCD^I *lgitt (IEF)^ ? - y £ Fast^ 
;PyXf A (Pharmaci a, Piscataway , NJ) £ ffl ^ T ft $g L ?t fit * £ I EF *° D T ? 'J /I' 
7 i F Y)V (p 

H3-9, Pharmacia) t** J ; t fc i -jTMSU. "9" V 7° IV £ St ^ BU I EF^ )V £ 
lZTritonX100£ #tf7 r^V5>f h & ffl V^t 10*^1 Mi L it „ IEF^ ? - y £ 

w & <?> mwm l tz & x & iz £ -o x wmit l „ £ t <o ^ j ? n --t- >vm 

ftc A 1 M * -5 I EF;\° 9 - y * fc *> . ft 6 M * & ^ n - y j&» ^ ^ t ft i i: ** V 12 
$ ft tz . fii#;c0plffl{4*l(;*(ffeft'rv^. 

i ft & ^ T CO ^ V ^ C? - -t- )V fit* IL-8C0 (al a- 1 L-8) 77*3 i. V (ser-I L-8) 72M 
COM^TtC# t < X < fe-^ Lit . IL-8(4 /3 -TG (Van Dammed , Eur . J . Bi ochem . 1 81 : 33 
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7 (19 89) ; Tanakal? , FEB 2 36 (2) : 46 7 ( 1988) ) X W PF4 (Deue 1 m , Pr oc . Nat 1 . Acad . S 
ci . USA. 74 :2256(1977)) CO i o & . ffi tt ^ b # >f y <7) JflL « S? 4 H ■? (PF4) 7 
r 5 U — <D i^L (O y — t 30% i 0 § ^ M #| * n i? — £ t> o co T s ft ii 
i8-TGfcJ:VPF4fc^#i»436ISRJEtt<!OfcfttSilS^. I«I « t fc 3 — o CO jff * 

fitflctf) 4 1 co — omAbS. 12. 14« W + 3* t -k 4 IL-8^ft ttx 5 -X * - -tf ft ffi t ^ n 

0%BSA. y 5 ? y h y V (Sigma. St Louis, MO) N 2mg/ml T )V 7 T -D-? * )V n — X (S 
igma) s 4. 2 5 U ^ )V / U v b ;KiM)Ki**t b U ^ A (Sigma.) £ J: tfO. 01M HEPE 
S, pH7. 1 (JRH Bioscience, Lenex a, KS) £ * tf ;\ y ? X Tffi ^ (Gibe o , Grand 

Island, NY)* t B SS sS L Jfc * ^ 4 b ^ 7 y > B (Sigma) ^ X h 7 ^ 5rlS L (y^ 
+ * is b (Sigma) * £ 5mg/ml) . 2-8*C # IE L • * » » JK 5 ju «/ml t 5r 

U3(:t^f bXr^^yBiW^SWIlfttiiii.. 37°c t is# -f y * * ^ - b L 

ft. b 37°C t30^1inl^° U 7° n b° L/ > f a - 7" (DBM Sc i e nt i f i c , San Fer 

nando, CA) * T . mAb5 . 1 2 . 1 4 ( 20 ju 1 ) & tz Ji * # X ^ y bn — /^tSttfcftfc-'f 
y^^^-bLfc, IL-8<Oft»T *y -fe >f «JK(±50t5 i VSOOnMT* o o 
O - ^ #: £ tJLT ^0 S f J ^ (IL-8: Mab) : 1:50. 1:10. 1:2. 1 : It* J; 1/ 1 : 0 . 25K: & 

& i 3 t *3R L . if >f b # 5 ^ y bt Mffl L fc *sfc £ an i (lOOju l/f - ^ - y > 

. 25°C t2«S>f y^^<^M?to f 10fl-|B»'&#li L (210 X g. 2-8 

°CK ±?f & 965^*1 » # )V + *r — 7° V — h (30ju 1/^7 x ) t L fz a DMSO^^lOm 
F^y^?y-;hT7-/hr7-/h7ny y ;1^- P -- fnT-'J F (C 

a 1 b i oc h 

em, La Jol la, CA) (Z)X 7 X ^ ^ -b'lf X b 7 ? JISL, 2-8°C T If ffi L . X 5 
X ^ - -fefSWJS 5t * + t 1.2mM*« s 1.2M Na C 1 (Ma 1 1 i nckrodt , Par i s , Kent u 

cky). 0. 12M HEPES P H7 . 2) £ ± it JD x. (170 u x ) . 37°C TO. 5*^ 2B§ B 

>f y ^ ^ b L (l.OCO 3 y b n -;k3t^i«JS (O.D. ) t m »T 4 * T) . 405nm 
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f©31£JK Sr SOS L (SLT 340 ATT C7 U- — h U — ^" — , SLT Lab I nstruments , Aus 
tria) „ 

-f CO JH fi 0 1 t^S fit ^4 . IL-8t mAb5. 12. 1 4 CO it 1 : IT, fit * U IB * 
«fc < * * *» CO x 5 X * - -fef Jfc ffi 2r 7" n -y ? T § tz . 

glft:5. 12. 14 y ] J F — V £ 1993^2^ 15 0 tC American Type Cult 

ure Collection, 12301 Parklawn Drive, Rockville.MD, USA. ( ATCCHc igf it L , ATT 

c^iis^-HB ii553k mmz tut. *wiEiiWiiF*a±<^a*»«owfE«ni6W 

* II t n -T 4 7' r ^ * h fk ft co jg Jg co T £ & § ft fc . 
B. ^ iL-8fc**-$- * *y?n-^;Uin;#;co£Sk:fStt 

I L-8fc fit fle £ , ftfiSi LT^-^^IL-SSffl^TiSb h IL-8fitf* 

t*ltWI:H»»l8TtiLft (C.Broaddusfc J: OT*fcilftS*ltV^ ;Yosh 
imura^ , J. Immunol . 146 : 3483 (1991) # ) o ELISA7" V - h ± £ =7 - h § tl ffi 
CO-9--Y h # A yitZM-t 4 K£-tf5fc«>±iE «fc 3 # « ft »t ; MGSA, f MLP, C5a, b 
-TG, TNF, PF4t fcfcm-lfc#f^SW£^SB£IS^(±.S.aiSft 3 3:a»-a;fc. 

#l#:6G4.2.5££jS't 4 7" >J K - V * 1994^ 9H 28 B t American Type Cult 

ure Collection, 12301 Parklawn Dr i ve , Roc kv i 1 1 e , MD , US A . ( AT CC ) \Z W K L „ ATT 

c^iis-^-HB 11722k m& s titz . *«Fi£{i wit ¥M±com±ftco^iEco mmm 

5. 12.14*5 J: V6G4.2. 5C»r 4 ft» i b h - S 5 FabS I3lT(CEifiT 4 
J: -5 t«SK L . 6G4. 2. 5Fab(± * 7 5 . 12 . 14Fab k £1 T 1 1¥ iffl 5£ ^ 4 <fc 

3 fc Jt « T S 4 . 

I . 5.12.14Fabj3 J; V 6G4 . 2 . 5Fabfc i 4 b b if M lZ jcj ~t 4 1 L-8*g CO Pfi S 

mm i < IL-8t=Kf-& L b h Jf* SR _t *)I L-8* 4 I L-8CO Ki * fc& tf 4 
. 5.12.14Fab*3 i t>" 6G4 . 2. 5Fab k V^d ^ o CO ^ ;* ^Fabcotg^i £ . I L-8JS CO 50% 
PI 

W*»j«^&<Otc^B*ICBo»ft«^K* 1 friBfc:^4flt-S'W*S-&r-y-fe>ftSllfc 
t S ; h t J; -5 T H S£ L . 

b h # (5X 10 5 ) Sr « * & StS (OA* £> 300nM) CO 5. 12. 14Fab. 6G4.2.5Fab. T 
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A V 9 4 r i V V u — )V (4D5-Fab) £ tz J2 3$ 7 IL-8<7) # £ T "C , 0. 5nM! 25 I-I 
L-8 i: ft [Z 4°C T 1 Bt |g| A > * jl ^ - r- L . 4 y * * 1- is a y tik . # IS 1 2 5 1 - 
IL-8* >J ^ffi^WiaAt^TK^ ^20%X ?n-Xt0.1Z^yft«r*y? ycD'M 
M £ m ^ tz 3 4> * ffi tz i. $1 BS fc IS L £ 1 2 5 1 - 1 L-8<o S £ # y v # 

y^-*C*BIJfiifclft!|ii*lf«-r*if:fc:J: DISLt, H2li*5<;HL-8t ±4 

s? 45 $ iz n -r 5 1 2 5 1 - 1 l-&co m & co m m * * -r . i3i±^#f ^ /r-f yN7i; 

7»ftfi FabfJ: h h M*mtzM~f & 1 2 B I -I L-8C0 IS £ PI « L 3r V> £ k £ ST . 
5.12.14Fab(E|4)fcj; t>" 6G4 . 2 . 5Fab ( 0 5) « W fit I L-8Fab{i , ¥ % I C 5 0 ix -f ft 1 
. 6nMfc i tX7. 5nMT" b h 4> E£ M T ■?> 1 2 5 I -I L-8<7) IS Sr PI W T % tz . 
II . 5. 12. 14Fabi3 <£ V6G4.2. 5Fabt J; S IL-8^-ftttif tf^^-ftttsO PE W 

b mf + srsjiijiil, tt«LTo.i^vMr;p^$y£#t^y?x¥M 
mmm (hbss t m&ie-r s ; * ^ >- a t v ^ * •? a i nx ^ & ^ ) t sx io 6 

Iffl Ba /mlfc £ 4 i 3CSiSL^. » * & ft R » A 2. 07 >f ? n * /!✓ / U >y h ;K 
M) £ & & i. o l/Z t} )V -b A V AM (Mol ecul ar Probe , Eugene , OR) Jn X. X 5 ^ ;U L 
. 37°C f 30^51 lit ^ y^fi\- IBJ& £ HBSS-BSAT" H HI ifc , 5X 10 B 

II/BiCSIffiL/;. 

Tt-fLtt li ii Neuro Probe(Cabin John , MD) 967v f- x y A — N ^ -f /H1BB96 1*1 f 
HSfeLfc. Hit y7;K^77y-«A(03y hn-;K IL-8Jji$fe i tz IL-8 + 
Fab) £ TSP f- x yA-Cli^t Pol yf i 1 tronics96^ Vi ew7 U — h Pi IZW. L tz , 
am 5 *c jv 4 1 eo 100 /x 1 & ± gp f- x y A — (c jn i. , TSf xyA-fyr/H:^ 

-(Neuro Probe Inc.)t 1» L t »» 5 t 4 J: ^ fc Ufc . 

5^C0 2 t ft (C371C f40*» A, 60^ ffi ^^fa^-hU. ^ y^f i^-y h y«t 
f* . J:IEf xyA'-(;i#Lt^Stf*ff ^7Xt'k-^-t«^l»), ± SP 

f - x y — ^ pbst' 3|ii m r> tz . ZtifrhtfVXfrtf^-hy-iJVf-zmVftL 
, ^ » KJ IB M & PBStT S £> -it X - >? f K ^ * 0 , 7 4 IV 9 - * PhT A « 5 

ft 0 



(46) fffrf 1 1-5 09840 

com ft&mte £VT Mi- * > r<- co ft mW<vmftmm$: MfcL . ~ o co « £ 4Uc 
Hal&Z.kK.X'yX&mZtlt:. 3te 3S ffi fi , JSS-fe -y h 3X 485-20nmcO 
O-y a y 7 <t )V ? — $$ i. tf 530-25CO X 5 •/^a < )V 9 — 2: Ffl T Corni n 

g967t 7 1/- h £ ^ tf ft £71?Ji£ £ ft ft CytoFluor2300i£3fc T l/-f'J-^- (Mi 1 
1 i pore Corp. Bedford , MA) £ ffl U X MM § ft ft: . 

■t CO&m&M6& i tXH7(C^ £ tiX V» & o 13 6^^^ 7 6G4.2. 5 J: 5. 12. 14F 
abtC i IL-8^ftft #T M^fttt CO PiW £ , H7ti <7 If ^ I L-8:/r ft #f 

tf^^-fttt £ fflW-T 4 * 7 6G4. 2. 5fe J: X/5. 12 . 14FabC0 ffi M W It* £ ^ *t . 
III.« * *»*«6G4.2. 5ti J: tX5.12. 14Fabfc i & I ft ft if tp J£ x 5 X ? - 
■tf fit til c?D PI * 

^ u y f « mi ffi ± l ft ft m m iz n e co h - 6 jflL m £ m m t ft . f^xh 

7 y ft I2& , Lymphocyte Separation Med i urn ( Or ganon Tekn i ka , Durham, NC) X" CO iS 
'bftte* L X Beraanf (J. Cel 1 Bi ochem. 52 : 183 (1993) ) t,Z IB j$ S ft X ^ h X 0 \Z 

m a l ft m ssa. m co e m e » m t i -> t , » * « s- # it l ft . « k » * a* ft m. m * 

1.0%BSA(7 5 ? ^ a >• V .Sigma, St. Louis, MO) s 2mg/ml ? )V 3 - X , 4.2mM^tSg7j< 
fth'J^Af LT0.01M HEPES, P H7. 2 Sr S o ft v\ y ? X ¥ ffi S ffi & Vffi (G I BCO , Gr 
and Island, NY) X. 0 )S4 7 7 * A 7 7 r - t , IX 10' *0 JK /ml CO {« £ S jB S 

l ft . # * ss & m n i d * < * v^b# m rc x if ss l ft . 

IL-8 (10 a* 1) £ flt IL-8Fab N T A V 9 A T rr y h n — tV Fab £ ft (i J* >/ 7 r — (20 
juDtSClBl^'jrntl/yf *H -tf , 30# 37*C (O^t-^-Ax^jT 

^y^r^<-hLft„ IL-8(iS#-*iS5^ll^ (H8)T'ii0.01^ lOOOnMCO (eH<50 

a #1 m & x m x ? x 9 - -t' s m t ^ n h Fab« ^ * t a ft ^ ft ft m m m 9is 

±tM0)Tttl00nM<3*i&iajftTfflV*fc . Fab«fl£j6*tJ =fc -f- 20nMj& i A, 300nM<7) IHt 
. Fab: IL-8CO ^ )V Jt 3&« 0 . 2 : 1 £> 3 : 1 1 * -5 ft . if >f h * 9 ^ V B (Sigma) ^IS5 
g/ml (DMS0T ^ ft ft 5mg/ml CO X V ■y ^JtaSfflV^5)Tfftt>SR»» AS Jn X. , 
ffl S 37°C CO V * - ^ — X X 15ft A y * a ^ - h L ft . Ztlfr t>V 4 h i] is 
y BX m 3 $ ft ft ft fp ft ( lOO/x l > t I L-8/FabM ^ ft JD i. ft . S ?3 f CO 3 ^ ffl CO A 
y * a. K- is a y com . ft * M * m ft m <200 x g . 5ir ) J; -5 T V y h ■it L 

, fflsaco^ 
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? -trSJf 5 y h * >> X 7 i>> — )V-T =7 -IV-T =7 ~)V-yn U >V-J\ U ;P-p-- 
h d T — U H (Calbiochem, La Jol la, CA) £ „ DMSO |^J (C lOmMX h 7 ^gSt L T M 

IL 4°C StLt. i5^^-^IfffIII^ffiIf|,IIl;IIL(l.2»M 

X^Xj'-t'lfi, 1.2M NaCl,0.12M HEPES , P H7 . 2) -f L X UOju 1 £ # "9" > T )V £ 

^tf^x/Hcan*.*:. ?u-l>* 37°c offl«*;i"f-A'--f ^^fa<-^ - 30# * 
tii^yf 7 ^ y h c? - ;k £ 13! A & 4 ft « ft # 'J? & < t i> 1 . 0(C £ij it ~t 4 £. 
tt^fc. SLT 3407° !✓ — b U — y — (SLT Lab I nstruments .Austria) ^M^t 40 
5nm<7) ®3tft * US L tz . 

I9tih N I L-8 (c j; T fU it £ it ?t t N * «^ 6 Ox 7 X ^ - t'JSltlJ ^ If 
-f" 4 -X 5 JS IL-8Eab(7) fgjj 5r ^-t ; H 10(4 *? ? *f IL-8fc J: t t flit $ il t h jj 

^^^feox^x^-HfscaiSriaw-rs^-^ 9 et iL-8Fab«fg » wsg^j & ^-r . 

* tt M m W *S H i£ « « IS < S (t A n. £> ti T ^ ^ x A- W - o fi , * ifi Morr i s 

# , Gastroenterology 96 : 795 ( 1989 ) t IE J6 § ft 3t 2 , 4 , 6- r- U - h- U K V -fe" >- X }V 

* >-K (TNBS)f§?£f4f»&-C& 4 . 4 4: , 50%x y - ;K7) 0 . 25ml * 10j5> 
£>30 5 U (mg)CDTNBSiD |S]S§&-f J; D , ISIIl<Ofi41{fi# Wi^C , IA 
if v> it » * L T 3xn^;L^^y/~^IC J: 9HHH3*iS&etsJ:t/ettJfJ9r 

X ^ y — ;HfJ CO TNBSCD a a ^ S (30mg) tC i. *) 1 jl H T" ft iS jjg 

ItftlMh 1 *» 6 3H IB T » ft <?5 T IS * ff V^, * L T >fi ffi » K 31 fc 4± fc 

* m m m x* « 5p # a a* je -c * a 3js<*> » t & * . « t± ^ « m x 14 je i± k si « 

iiwijfcitf'tttiSH - 3*^ 55a ia -c m *j ± t>" ik it t ts ^ x & m ft mi m 
m m t ti it 4 it ff tt « * ^ 1 4± tz m m m m t a a $ ^ 4 . w k ts «t tx ai r <o s 

# a «± 2*» £> 3}1 TbI T- PI ^. ^ 55%« m ft t" S L , «««4Iifctl«tlUit 
i4 *5 X % 20%<7) Wi ft X' # ft 4 . 

ft t s 30%X ^ y — )Vft<n 17-35mg/ml h V ~ h V X >V M (TNBS/EtOH) 
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(Morris^ .Gastroenterology 96 : 795 ( 1989) <T> ^ j£ £ HIS L 3t ) « 5ml CO & fl§ |*J j& 

A t i 0 , ISBIjfe £ New Zealand Wh i te ^ V (1.8-2* n/5i«((!l)ft(: 
R f6 U . £ E CO -tf df ' £ 5mg/kg tf5 6G4.2.5*ffl^T»JRa»TttaLfc. HE 
CO 3 y h u — ;p <■> +r * (i PBS£ S (t ffX -5 fz „ TNBS/EtOHT-^il § ft ft !f% (i f£ 5- CO 

2m^m^m^ £ # . il-8. sxa^n^**^^ — *<*j&8tajfc«*fcfct^'r 
a7^;i-«p*v-^-), a -o is » s * . ^ iikm -t l x mm^ it <D U K >i- co 

i# * & ffi 11 £ S fc i 0SgIlI«lL-8K;^l<t„ m is X V ft ft S ^ ^ 

r t it a co m s t l t a s l o f commm^^cosk^izmm^ Riit^m^^ 

4 : t (: i t , BJd«ia*jll*F&Jr«Ufc(0!itf**tt3&», H W JI ^ ± & 
TJfiL«<^***t»*», *L<lififJHTa«r < J^>Jlll***t»36>). ig^E«»EH(iB^ 

<?)«?E^?ij§<Oi£§i: L T ffl je L £ . ^^ffi«i#S^.-g»^^^*$lil±^^ffi^ 
&JfiL«aaiiflf«*<OS»(HPF)(40X«*)Sfc 0 «f 3«ft*»i s ; tti 

o t m m $ *i fc . #awjfiaiaiiHPF(4oxm*)Sfco<^*awjB»*»i6i 

t t~ «t -5 T S!l 5e § ft fc . 
^ffi$r*a - LT^S^^#'*£Jl*iltft^<^^T-n:7 -* >M jff * J* ) iitt A 14 , mpo 

K 00 $J| jg Id j; 0 ^ — ? - $ #1 (#J £ if Bradley^ , J. I nvest . Dermato 1 . 7B:20 
6 (1982) £ #BK ) . B& IB & t ft H W tt * 1 5m 1 *° U T n b° V- y A - 7" S * . 60 
^t2M^y^^-Mfc. «»SJK*a*T*i3*fc. ffl ^ ffi tt « « M 
*»«l* ; £^^^fc?Lff-CM*L, 15ml tfO *° U 7° n h° V V j- a. - 7 ft lZ f# L tz . 
ffll* ^ y x t f - J ffl ^ t Il« / 5 A S /i 0 3 . 5ml WlJn t, 0.5X^^-9" 
y 1 ' is IV h 'J^f/^ryt-^i (HTAB) (50mM KP0 4 A «y 7 r — , pH6p^| TO. 52^ W 
ilt^l? (w/v) ) 1*1 lZ «T » -ft t Jt . -9" V T ;U & ~ 0 ft ffc S » T KC 6 * . 60 
«-)t-^-vUtSILt. -e n *> h "9" > T ;k Sr 2 . 5^ W - V < T 50%r a - 
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■r -f - -f -f ? ^ t iof> s w & & ii *» ft . «■ -t y ? >v m m % * v ^ ? u 7 * 

-yf a -7't|L, 3 £ T 154J- 15 , 600 x gt 31 ifc # M L . -f V 7° /P * St L < 

icrofugef- jl — 7° t tl . #t y7/lW75^ 1 33 ± t/' ^ i yl- ^ 0 0. 03 a. - -y 
h t HTABft CO b h MP0.X 9 V V — Y # -r -i 7" n > h a — ;P ( Ca 1 bi ochem 

Corp. , San Di ego , CA) CO 75 p. 1 £ s 96?v 7 7 «y h ^ h ATI/- bC^lCf L t 
„ HTAB (50mMKP0 4 A -y 7 r - „ pH6 . Oft 0 . 5%w/v) CO 75// 1^7*77? t## t L 
T M £ tz . H 2 0 2 CO 100// 1 & # ^ i ;P t JD X. tz , 96^ T U— h F*| T CO M £ Thermo 

Max3K¥7° U — b U — r — (Molecular Devices Co.Menlo Park , CA) _L T ' •=£ — 9 — 
L . 1. 0ml * CO 10mg F v A n ^ ¥ — tO-x T — V 5^ V (Sigma, St. Louis, M 

0) CO X h -y ? mtii* mUL . 0.2S?O^7^^-lClLft. 25// 1 x ;b 

SH £ fc . 7° U - h £ 304J- J3l ± 3- 5# PS T X 8E ft £ 0D450n«-C 0g » IX -3 . 
5 x n ^ /P if 3f r — -fcf & J; V IL-8W if ^ L ^ )V £ ^ co jgf £ ^ ft Jt 3 > 
Nn-/Hft|t JrtSLt TNBS/EtOHCOlM^ LfcS-9-*fcfflV*T»-5-3;h.!fci&ftl*9 
T & ifi L tz . J»:*;L;fciSM*fc£ifcffifc*fc"!)i6^T2&ofc. ffl tt ¥ ft IP ft fc 

L * J L 3r 6 BE I L-8BE & fflV^fc^ir^r^JfiWKj: 0 , TNBS/EtOH^ 5114 tS H 

A3fcD5S'J^?Afl (mg/kg)6G4. 2. 5C0 if IR }± If tif J *l 16 % F*l CO ?H ^ 14 
. 3E£75n > b n-;l/fl(;itS LT5EcoK^co a *,4ETlft Ufc. 

LTgl^M^Lfc, It » 5 X a ^. /b ^ ^ - -If *j J; V I L-8CO 1^ ^ )V It ^ § < 

its « « w t ti tt s tt 1 l-88e * ^> ffl e * s » s . 
d . im * e j» * t ft & w + * # » t= » 4 ift 1 l-8<o » a 
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X # § j&> i: 3 £ ilJ S -T I- ft ft , ^^Mr&^-r^fcffl^fc. IB "f 5 fc * B 
£ ft ftft New Zealand Wh i te^ if ^ C ^ W M 7>" 0 . 5ml {Z l» <£ -5 t~ St ^ It I L 
-8 fit* (6G4. 2. 5? n-y)itli3yh o - )V V7 X IgG (ft ft ft & 0 . 5mg/nl ) £0 ^ 
•ftLfris F ft M fit (5%) fcffl^ WJ&ilifJ*^ ^II, 8 

ii(3xiosii/ii)&ais^f:*iaALfc. 3nsra504)-a, j» o it a ss * *■ 

1 £ 1 1) ft t ^ t ^' 7 y ^ 7 ^ /i L /; S ? □ x 7 x 7 ^ If I ji It J 4 i. t , 
4B*IBT'&lttsJ:tf»*«aiL, 3 n >f F :R ft T £ *i "C ^ 

iJ: 3*»jfe»ffl(a««*Tat)tiJ:tXR»«<0»rt<offlSt-**ffl* 'J > K if 
f4148*£I^TftffU. ffi»»"CJiil*if-*M*fflV>T£&IllL*ft£**, 

5 >f h % fe -9- >f h x h° y m m £ m m l t m * « it an £ * t * . 

Si^-f ^IL-8fitfls * m^X (OfemiiT 4 V 9 A 7 a y V n-^7-)xi«G^H 

H 12) . * ft (9> i JJl IL-8SE # 14 JW 'A ft » ft ft Jff rfi « if? » £ Sfj & « t~ X *J> f S . 
E. * X 5 5 . 12. 14 (fit I L-8) ^ J 9 a - "t )V #t flc CO * * * L£ £ J: HM CO ft =f- H ? 
a - - y 7 

Chomczynski b Sacc hi (Anal. Biochem. 162: 156 (1987)) 1= IBM $ ft ft tr" ffi Sr ffl ^ 
X 1 x 10 8 MM (^ -i X 'J F — VfflfiS^ ATCCHB-11722) ^ ^ RNA£ fiLit. *7^L 

J; 7JUgG2aHg[ COMIg MM (CI ;fl £> COMM?) DNAffi^lJ (4 Sequences of Proteins 
of Immunological Interest, Kabat, E. A. # ( 1991) N IH Pub 1 i c at i on9 1-3242 , V 1-3 
t EP a § ft X ^ S ) £ 3 - F -t h * X 5 RNAcO ffi b ^ -4" f V 7 -4 X & k o Iz x 
-f' A y § ft ft J& DNA^J- y a' jit ? 1/ jj- ^ F * ffl V~> T nRNA £ & S!l t ¥ tfi "t £ i t ^ 
J; T j£ — x h 5 y F cDNA£ -^r ^ L . 77^7-Af 7''J/l^-y 3 
^ t |g ^ X b y y V cDNA^- m. CO S& * & « ft ft: ft t # L» i> i tX Hflf (7) ^ ft lZ = O 
C077^f V — £ x if -< y L ft (H13) . H — X F ?y F cDNA<7) V 7 )V X V 7 > F ( d 
s) DNA^. CO it If ti , - o £0 -fe >y h CO fig, D N A >f y i 3? ? l/^ f F 77 7 - 5: ffl U 
•Cilf^^ixS :Lgf«r^ffiJ^m«coftftco — -3»ie<?)774 v-isirj' — ^co®co 
77^(7- (l3l4)^LTH«[nr^'ffl^tii(SCOftftcO — O«0jE«07°9-fV — 
--3«i«77-f V- (H15)T'S> S . 5.12.14£OL«i ft (4 Hgf CO T ip CO ft ^ 
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co 8T 5 j it <o m m m & . £ co m m t « a -r s « se ft * x $ dnaie m £ * t * 

ft * £ ffl ^ fc (x F v y # ft * y n? W K 50 » 5£ & £■ ffl ^ T 1§K J: V Hft ft W # 

- £ -r if -f >tS/tA(:fflu, IS T 7 -4* v - (4 M ft * X S DNAri ft 7° =y 

A v - )\ A 7 'J r -fe* - y a y co a £ £ *M ^ -f S tz ft ^ < -o co a F ytl 3# 

g co ffi s # n a 

L T fls ft T tJ *) , ^n^-y/^? ?-F*lftSTIIg#i?03'*S / ^ft5-'f y - i» 

«W:frfc*fL"£iili*ftf>IWR»ffi. Ml u I £■ «, # * -fr ft: . /5E fit fS ^ m co j£ < t 
L*4fcttH*<9£#«tftf>9t#fc:ffl3'$-ft * X 5 DNAffi t r - - 71- -f S i a t 
. IOtli77^7-^ff^ yL?t„ pB13.1(L«)*S j; t/'pB14(HjI) 

fltb MgGlS»L« * ttIgGlje«H«« -e*l^*l^)5'*Ji 9 y - a > "f 

& ft , L«iir 3E « « as r 5 >f -e - j± a » « BstB i w r » fit * * * , -bt ^ is « 

S75^ "7 — (4 Sift # ft Ap a I ^(JBRnP'fiiSr-^X^Jtfo cft^ftT^-e-ft-fe-y Fir 
JflufciK 'J ^ 5 -•tfllKJSl: i D . & J; ^ 400b P ft DNAKt # £ £ t tz . 5.12.141 
& £ 3 - F -f - h cDNA£ pA51214VL£ ^Jft-f" S tz ft < ^ 9 -pB13. 1 1*1 liZ 

? n - x y ? L „ 5.12.14H^:-5T^Mi«^3 - F ~f & cDNA£ P A51214VH £ J# ~f h 
tztblZ^f 9 — pB14f*D C^n-^y/L^. cDNAff Aft f4 DNAy - 9 x y X iz i 
0»«ft»t6*i.,Hl6(*X5L«Tir3E««)rti:Hl7(*XSH«TJr3E««)fc:#ft 
■t S . 

F.5.12.14Fab<? ^ — CO |g 

ft CO ffi m % h pA51214VLt'(i , 5. 12. 14* X 5 ^TSESW t t F IgGl^fiU 
if SE yij 1*1 co M «f co ^ n - x y ^ gE 14 BstB I co 13 co T 5 y R ii . * X 5 5g » 35 (2 co 
*HJC013T5yit^ffiS-ri>*X5i*fttc0T-fco7 , i(lll6). *t »9> t -I ft T 
5 X 5 F 14 5 . 12 . 14* X 5 Lgf «J ^ ffi M & <fc V b M.*IgGl£»««S#1! , $-£* 

x5^s««^ft^^^=5^g|J^*^■^T'v^fc. ; co ^ 4 s w «± ^ ^ ^ w r s j m m 
m z i . m -o tz 7 * - )v t : ^ y x co Fab & js -e ^ < ± * -r s t h h o . Aio9ft 

a 6 co cDNA^ n - y £ HP J* W o IS ft si? U j< 9 - ^ M M M m «t o T »T 3E /5g f» 
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BstB iSfiJffiit^^M:j;-?T. £ ^ Pal jffl ii jjf M § ti tz . H 18(3 
£ft6^«:E£fc^;fcftfcffl^6:ri;fc*KX5-fv — lEeOT^-f^-VL 
. fronts Ml u I ? U - " y X gfl ffi £ # tf ST 1 1 ^ X X )V E #| CO ft f£ CO 5 T 5 7 6£ £> <fc 
V 5. 12 . 14* X 5 L« «T ^ E ?0 « ft =&J «0 4T 5 / 8t7vftiJ; ~J £ 7* X 4 > £ 
ft ft . * co E M Ji ^ co ffi m iz m ^ ft £ gfc iff 0 EcoR v ? a - - y X ffi £ fls 9 til 
X tz tb iz ft 153 CO ~ o CO 3 H >"D1 (T£ C£ ) fc i t/X2(C£ He ) CO IS X fi C fc ^ T * 
'J >>'X /K7) cDNAj&> £> $ ft ft . ®<7) 7° 5 ~? - VL . rear ii b t- I gG ljg if Lii E ?ij 
C0ftDjcD3TSy|gfcJ: t^%#coBStB I ^n-^vXgPGS:#tf5.12. 14L||T5j^ 
IS 81 <n ft ft 

co7T5 ;»t77ft4i a tftv y $ ft tz . BstB i amatjnisxsttj 

#W5:7? J gll 2r 51 § fB £ X L106(TTG2r CTTtC ) . K107(AAA£ CGAiC ) -f L T Rl 
08 (CGG AGAt" ) 0 ft ^ £> B IE $ ft fz 5 . 1 2 . 14L«t aj ^ E 8J £ 3 - K X h PCRjg!^ 
£ . XfflEIf « 7 -f X — is m yt,Z £ <0 pB13. 1 F*J t X X ? cr - > it L tz „ Ml u I -Bst 
I XflJWT L ft L#| nT^fflM * 3 - h' X & 5 . 12 . 14PCRS % H P A51214VL' 

£ JE? J£ X § ft: #> Mlu I -BstB I X W m L tz < ? * - 5 -i X - ^ a V L tz . fS IE 
$ ft ft cDNA£ DNA:> - ? X y X t J; 0 l^fK ft if tz . 5. 12. 14L^'C0 a - f EM (i 0 1 

HatH«^r3E«*«*« £ pA51214VH<7) b h IgGlHllJgS F 7 ^ F*0 CO # CO 
7 n - - >- X SR (4 A P a I co m iz h h DNAE ?iJ Sr , ^XS^febf^icoxUTl^co 
7S yS?:Ii§; kt J: ; |J ^ 7 --^'IIRJE t i ^ t 

* $ X . * X 5 5 . 12. 14H»: nj S E M c7) iM fg ti H 18tC ^ $ X ft X 7 A ~? - * ffl ^ 
T ii fig § ti tz . IE CO PCRX =7 A v-SSTII^^X^E5!*iJ:VH«^r3E*«&3- 
H X S cOcDNAE^'J CO XMcO P A51214VHF*1 CO ^K867-887tC V-yftSi^tf 
X -f >L, Spe I t v-> o M ^ CO ? o — Ci y X gp * S -tt ft: , 31 CO P CR 7° 7 A -7 — 
£ 5. 12 . 14H^ nT ^ E ^'J CO ft ft « 4T 5 7 ft i5 J: A P a I i: V> d ?* # CO ^ a - - V X 
SPfi t, 4 ft -Irtf b MgGlH*Sg«S5«| fc ffi 3 X S 5 7 ffi V -y ^X 5 «t 

jtffOLfc. * ft. ^ 6 IS IE § ft ft 5. 12. 14HM bT^E^J S3-Kti PCRiS 
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~Mtt y ■<{ y — is b > Iz £ -> X ZtM^ 7 ? — PMHM24 . 2 . 28£ *T X 7 n — > 
it L tz <, IS^ 7 * - {iSpe I tS i t>" Apa I £ Ffl U t WW £ tl , Spe I -Apa I X'WWi 
£ tltlUM~*I^Mm% 3 - H -f- h 5.12. 14PCR*tj £ 7° 5 X 5 F pA51214VH' £ JE* J* 
-f & £ t £0 t£ £ ^ >f y — >- a yLfc. IE 3 £ cDNAte DNA>- — ? X >- X X' 
WSft ft <5> ft£ . 5.12. 14Hgfc9 3 - H g^ij liH20tC^ S *lT V* 4 . 

=3r ^ 9 5.12. 14Fab£ 3 - F LTV^Stt^^S^^ - pant i I L-8 . 1 £ EcoR V - 
Bpu I 1021 Bf £ , PA51214VL' (7) * X 5 5. 12. 14L3ft"0T^^i^ £ r? — F f & EcoRV - 
Bpu I 1021 Bf £ ffl V^> X XtiW £ h tz #> IZ „ pA51214VH' * EcoRV i tA'Bpu I 1021 

512.14^Lft'fc J; V HH W^rcO^>X5-b N^SE/S^tH^^T'II'/v^',, 

Lg' £ =t tf m £ ^ -t Pant i I L-8 . 1 £ ffl ^ £ Fab?& M CO f ffi ft Jff £ JB Jfe 1*1 X' M tfc L 

IE •? tz ib lz , F^ilLt, 

11^11177X5 F pant i I L-8. 2«i: ^ 7 ? - t F pray 187^ ffl H 

TSS^fl/S . /7Xi F pant i I L-8 . 2 Sr pray 1 87 £ Mlu I itXSphl £ ffl V* T flj 
Dft-S^tt-i-^TffML. pant i I L-8. 1 CD X 5 5 . 12 . 1 4 * X S - b F * * ~> Fab 

£ a - F *$- £ Mlu I (rc — is -v /l-)-Sph iffifr^^ft^^-fy-^ayLfc, -eft. 
KE> -t <£ CO IS 51 fc LT4tt/7X 5 F ii 5. 12. 14c?) LH £ J; t*' H& ffi <7) * X 5 -b 

F panti I L-8. 2 2r 199 5^ 2 J? 10 B American Type Culture Col lection 
,12301 Parklawn Dr i ve , Rock v i 1 1 e , MD , US A . ( AT C C) l,Z S ffE L „ ATT Cg SS # # 97056 

G.^»X5 6G4.2.5 ; £y^n-i-;l.ffiftc^)L*4sJ:VH«TirSffl«<©* : F«^n-- 

y x 

Chomczynski t Sacchi (Anal .Biochem. 162: 156(1987)) iZ IB 3* $ tltz & £ jf4 
Tlxl0 8 iE(A^ / 'J F — ViMlfil jR6G4. 2. 5) *» & RNA* *« U . ^? -y ^L*fc 
I gC2atimcr) mm MM (Z\ tl CO mm CO DNAW. ^lliSequences of Proteins of I 
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mmunological Interest , Kabat=? (1991) NIH Pub 1 i c at i on9 1 -3242 , V 1-3 l/Z Ep M S 
ti X ^ h ) * n - h f * * X 5 RNA<?) m M t J\ A X U X A X ■? h J: -5 t~ f if -f v 3 
ft ft j£ DNA;t iJ^jt^V^-f-HtfflUT mRNA £ WS0t*fll^4; tti otS 
— Xh5^HcDNA*^*Lfc. T^^-^O'iJf^'-ygy^i^iS- 

x > ? y h* cDNA-^ j£ co %} ^ £ ift tib h ft tb t,z # im «£ t/ co ft ^ t h o co X 5 A 

V— £ -r if >-Lft (021) „ lg — X h 5 >- K cDNACO ^ y )\, X V =7 > K (ds)DNA'V 
CO it IB «i . Z. -2 <0 -fe >y b CO j£ DNA^T U =f * ? t- H X 7 4 V - £ ffl ^ T 3 #c 
$ tl h : til -BJ ^ M it iM tl CO >t 46 CO — O CO IE CD X 5 -f V-iJ ilf- 0(7)1077^ 
7 - (122)^ L T a]" ^ ffl if tg CO 7^ 46 <7) — o <0 IE CO T 7 V — J: t£ — ocO 
iScO X 5 "f -7 - (H23)T" fo h . 6G4.2. 5cDt3f;£ tz HUM CO \,i -f tl CO CO 8T 5 

y co s s n * s - co « w t « s -t i m se co * x s dnash $q * * t a ft » t e 
^ (x h v y # m 9 y * 9 « m m & £ m & m ^ x im a v h* co n ^ co m & 

4. ^■ft29T 5 J m 

£ - ? x L ft ) o CKOffifB^jEcoiUKT^-f v-tff-f yf&tfttffl 
V> . §7^ V - (i ^ M CO * X 5 DNA3 K > k 7 5 j 7 - a >f /ij/>f if - 
3 y<0«4f*Jt^:^ftfe«>v^<-P!&»<JD3 ^VTffi3#gcofiB^'«SLTff^ifx 
Tfc "9 , ^-pchiraFabf^cOSTIlS^cOS'^S^cri^-f y — a yHItt 

a ft S 1 ) til 3E « « IE T 5 W V - (C Ji & ^ CO ©J Pfi 35 ffi , Nsi I £r N is «fc V H« "I ^ 
W«jEr5>f-e-fc:liaf?oMR9Ha[, Ml u I * t # 4 it ft . vj 36 « & ^ co 

a < t LgE 4 ft n h« co jg # m m co ai ^ t « a s * x s dnae t r - - ;u -t & 

i 5 i£cOliBX7 ^ — S: -r if W y L ft . — „ pchimFabrt X b h IgGl 

s * tii t ft « i gGis « m co ^ ^ -? ti co s ' * ffi [z 5 >r y - 5" a v -r s ft * . t#; 
se « « M r 5 v - « » w co Mun 1 m m §p e * * » . H«^rse*«as7-9-fv- 

W CO Apa I fH RS SB e S: ^ A ft' <> Z. ti h co ~7° v 4 ~? — cO-tr -y h Sr M V* ft sjf 'J ^ 
=y - ■VmmKlfolZ X <9 , & <£ 400bpCD DN ABIt M" t , p6G425Vlfc =t IX P 6G425VH 
*M*lft'^-4fe»tC^^^ - pchimFab^ ^ fflM W C ? n - > ft L )t . cDNAff A^J(± 
DN A>- - ?xyxti 19 a ft (t h ti . H24(*XSLa|iirSE««)l*ii:H25(*X 
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H. 6G4. 2. 5^ ,X 7 Fab< 9 9 — CO ffi IS 

*& ft tf> fll SB ft ft S p6G425VLT'fi . 6G4.2.5*X 5 Ltf[ "T 3E K #1 t b h IgGlJgff L 

mmn ft co mm co 7 v - ~ y ? ^ izMun i co r$ co r s y k j± , 

Tiofc. i ft 6 OD T 5 7 1ti^f^ 5 FabO IE L ^ * - )\> x -r y^fcnTtBfc-*-* 
/t ft b h I gG r 5 / WL SS ?'J iz -? -v f- L & ft ft fcf t> 3r . lo^^XSTS 7 SD 
115*3 i VS121fi b T- IgG5t?S F^^f y^/3-Xf7>-FcO)^7tl!liJilJ7 
S 71i:l1Wt:l5r 9 , 0 26 £ ^ § ft X 7 -f "7 - £ ffl ^ -9- 4 FfnnS 
a-^/x^yXtiotlLut hrs y |ga*vii5£ J; tm21£3Et* 3 fi& 
. ifitw^SWiSa-f-ya y|JDNAy-?xyxi:J: ^i^totii, fig 
jE £ ft£ X 5 ^ S H «p6G425VL' t 2, ft If h ft tz . 3-HEJII* H 2 7 lC ?S "T „ 

N« C H|R »T£««tf>5fc* b P 6G425VH« b h IgGlHjlS^ F^f f |*J S& # & ? 
n - - X 2/ SB A P a I o IS co DNASS 59 £ , * X 5 & t T- ^ - co x y r co T 5 y R 

(5«11C J; 0 * S (= 5r o fc . i <7) gfl ffi is «t if A P a I gfl © * I gG b h T 5 ;iE3 

fflStS^^n-FtS DNA«0-&(£Bf «0# Jn«0fc ft fcffl ^ . H26t th § ft 
tV^^-^^'JrfJf^l/^f dsDNACD 27bp<0»iK ^TIB C-f" 4 /SfttfcSU 
£ ffl If h ± a fc: W Br L fc . X 5 x 5 K P 6G425VH(i;^. ^ ^ — IS ft £ftan WSrBs 
tE 1 1 Sr tf ft , K»SH±HMJ!lr<a5>fy— S'aVTSIitSflfc. Mlul-Apal 
2r ffl ^ T W Iff § ft tz P6G425VHCO 5309 if Sr X 5 X 5 H P6G425VH' Mf&'t 6 ^ ft 
fc 6G4.2. 5HiI nl^ffl^ * iS A- T" ^ 5 388b P |)f ft *j iVt h I gGl » ft j$ CO ft =fij <9 6 

r s yst^ a-Fti. 27b P (7) -^jSDNAiif n- t^^'-yjyL^, DNA^iirjrScttir n- 

(Off AaDNAy-^xyxt j; 0 Wfg § ft tz . a - K KM £ 0 28teSKT . 

6G4. 2. 5cD ^ y 7 FabSr 3 — K t~ § ?£ ?! < ? y — p6G425c h i m2 £ ST 1 1 * X 5 HPC4H 
i|nr^ffi«j£B&S-r-S>fcft p6G425chimVL' * Ml u I & <£ V Apa I &fflUtfl)ilL, 
-f ft * p6G425chimVH' CO ST 1 I* X S 6G4.2. 5Em«J^.^.M — F-f-£MluI -A P a I 
JfflUTIOfUat^TflLt. ^ ft i £S H U4tfcr5XS 
H i± . 6G4 . 2 . 5CO im H i. Xf Hit O W ^ CO * X S -b h»r3E/}e?l?««£*/trtf. 
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7° 5 X S K p6G425chim2Sr 1995^2^ 100 American Type Culture Collection 
,12301 Parklawn Dr i ve , Rock v i 1 1 e , MD , US A . ( AT C C) \Z ? R L , ATTC^ $| # 97055 

I . h 7 > Xi? x. — -v 9 -?*7 X 1$ M. * T ^ t & (t & I L-8* n — ^ g ^ #: 7 -y ^ T 

i l-8« j? * c n -t h 3t ^ p a % « x" h o , » » $ a e ft «> a fc ^ § n. x ^ 4 
o w a t « (t s & a « o » » «t ai tt fl; t o 1 L-8« « it * « ^ * » t , » * 

a i> <k l£ I L-8* * u - if S ^ * y >y 9 T *J V V ^ X £ fU ffl Lfc7U*¥-ttiJ(l. 

t *t -r s * x s ^ r : ^ * til 9 m t fz . *xsi ,& tf/mri/ ^ ^-'ysiwi §e 

Balb/CIL-8* ^ U - if W J 'V 9 T ^ h V .X £ ba 1 b/Cjfi ft ^ ^ ■/ 9 9' 7 > 
H Jfefeffc £ t> o IL-8* to- (IL8Rh) / 9 ^ 7 >> h i 0 « 6« 

ft^ 1 6 tl t * T . balb/C^ ^ X tC>Pf L X C57Bt/6JIL8Rhy -y 9 T V h V ^ 

(Caralano# , Sci ence , 265 : 682-684 ( 1994) CO j£ t,Z Lfzfi i -?X£.M£ilfz)ltf&W 
Shit h Z. tti-9t4t§t!t, X X <7)Balb/C3f£M (WT) i> J: IL-8* n - 
^ 3 ® * V -y ? T V h (K0) |a| II ^ £ & (t h it . lA^OtyT'J y/t J: 01 

M^i^nyhn-;^^,l«^;k-7l:5y7'At^lt, # ^ ^ - r « tfi 1+ W * 
«f«tft7E«lft^ttiJ; 3 tc L fc . V A <0 9" )V - T fc ti *r /K -y 3 U V K ■ 
«£S AiS* (DPBS) (HyClone,UT) lZ 100 u g/m^" ^ T IV f 5. > 9' V — Y V (Sigma 
, M0) is J; V 10mg/ml^{t T^S-^A ( I ntergen , NY ) ^-^tfjg^^O.lml^fflVit 
, OBClIIrttaiiLt. 14 B *^ 20 H tc >S A ^ /I' - T i: a y h o - iV 9° )V - 
T CO tCDPBSt^ CO 10mg/ml^ ^ > <50 }§ S: ffl v> T # 0 30^ x - n V 

/H:lTSt*L)t. X - a y ;HSj ^ {il. 7ml/ir CO R**f fct^Lfc Ultra-Neb99 
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* 7' 5^- (DeVi lbiss, PA) £ « 8g L /£ 1 6 . 5 x 1 7 x 52cm<?) 7° ]✓ ? 1/ 7 7 X r 1*1 
C14E<?3»fllSai<if:KJ:-3T|gftSfL/S. £1 T K ^ J: 3 C 21 B (c Jfil ft . £ 
Jfts J: Lfc. 

Jfl. ffl. it IH Si M ^ Mi crotai ner Serum Separator (Becton D i c k i nson , N J ) ft 

T tfim MM fz lib mm L fz « 

* if.T)V 7" S >Vfm « IgETJ ffi £ lilT^O i 3 CagLfc. Maxi-Sorp F96 Nunc- 
'f Ay 71/ - h (Nunc , Denmark) ft c?) *7 V ySlf4itl* (PBS) f£ <7)2/t 

g/mlFc e RI-HuIgGl (Haak-Frendscho^ , J . I mmuno 1 . , 1 51 : 351-358 ( 1993 ) iZ IB 3* § 
iiti^J: o lz'& ktifz) co 100 u 1% m^-Z Zti^tL a - h L , 4°C :t — /s' — --f 
htO^fa^-M)!:. 7° - b PBST ~ 0 f §'\ 3 - h $ ft *7 x )V £ 4 
00// 1(0 y" n v y ^ (PBSft fc 50mM t- iJ^H41Afi*, 0. 5£>7 jflL?f T 
y (BSA). 0. 05%Tween20) ft ?Sfi (RT)"Cl-2«r H -f y ^ a ^ - h L £ . JttL 
it -9" V 7° ;P £■ 7" a -y ^ V ^ » JK 3t K W t * R U (1 : 20*0 * « *» 6 » S ) . # 
SKIS* 3-hS*ifc>>iA'WtltttIiafc. 7 1/-b£iSi:*tRT-C2 

jflijf-if^r^tit^i, n - h$n^7°L--tco-< y ^ ^ < - ^ a y 31 # ft ^ 

T. 7° U — h £ gfcff A -7 7 r - T'30-r-f- #\ #-7 x ^ ^ RTflSf P^y n -y y ^ 
^ 7 7 r — W 10// g/ml ;t ^ T /l- 7" 5 y CO 100 m l^fllit -f y 3- b L fz , 

-V ^Bt^" # T )V 7" S y (Cappel (Organon Tekni ka) # ^ a -f- y A — 55297 , Durha 

m, NO Sr -t A 3 *7 "7 ^ £' )V ■* * is ¥ — -tf (HRP) L , 7" a y y A -y 7 r 

- "C 1 : 7000fc # R L . * ft £ 7° P - r- £ ifc » A >y 7 r - f 3® m # >7 x 
rt'fcRTTHSIHSW 4: St-HRP-ffi^- J r^Jt^^r/l-7' 5 y # }« « 100// lfcfflV* 
TO^fi^-Mfc. 7 1/-b^Sy'ai|A'.y7T-T'3EiaVK # <7 x A- £ R 
TT30^rl00/x lo-7x — Wy^rSy^'b F a ? a 7 h" (0PD)?§fS (— te*O5mg0P 
DC0 ^^rj . 12. 5ml PBS^- L t 5/t 1 H 2 0 2 * ^Hf ^ ) & i 100// 12MH 2 S0 4 
fc 0 7° P ■— h tr UV Kinetic Microplate Reader ( Mo 1 ecu 1 ar Dev i ces , CA) ft T 492n 

^Jl*0.2XK 1 EDTArtfcRia!a*>6«*U, II5:f x 7 ? L/t„ «■ 16 « W Jfll iR 
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X * T 2r L , ^?y-;K!SL, Diff-Quick(Baxter, IL) £ fl! V* T * 

if ± tlt&Ml&'ftm&n £ MS L 3t . Serono 9018 Hematology Analy 

zer( Baker Diagnostics, NJ)T*^Jfili501 : 250# SJMcOlOmlS ^tf f I. i i: i o T 

-n =e ^ 9 a $■ a . ± m m m <o tf- at (i ^ ^ x #: s so 7x** jft. m x h & t \k -r s ; 

ip- — CO MM l*J a ft T" 31 if tliz 0. lmg/kgl^ig ^ ? 5 y (Ketaset , For t Dodge Labo 
ratori es , 10) i3 i. 1/ 0 . 5mg/kg Acepromaz i ne Mai eate (PromAce, Aveco Co. Inc., 10 

)Jffl^T7^x(:|»H>lt^. v^^tffltTtLTIS, & * * if- « W 
fc S £ L * - a - k £ J? X~t h fz #> 1/2 *> 2/3 S t^ffl L . * - a - V (Mic 
ro-renathane, 0. 0400DX 0. 0251 D) \Z 22*r - i? CO $g \\± ^ #f £ $ ft L , £ *l t£ H O 
CO 3c c 'J y ^ £ ffl & j£ T 32T 1*1 A )V r £ ffi Si L 1z . -OWy'J y ^ 2ml HBSS ( 
Bio Whittaker , MD) S 0 <0 >- U > ^ f2 ik CO tz AO £ iZ L tz „ 4 X 0.5ml 

<r> w l tz hbss £ m ^ x m * m * *» t a » l , * «o & * s <o ^ u ^ y t m * . 
-mmmzti&tmftWLZtfiMLMiftz. 
m & m * co $h sa * it is it l , o.2«i^«*fcBSBiiLfc. _l m <o «t 3 t ^ ^ ^ 

i! £ 200-40010 ltll It s 150// 1 CO If # ?£ £ Shandon Cytos 

pin 3m m it m ^ t x 5 -< k & m sg o t *ij m l >t <> x =y 4 h & <e « s * , 

fc. 22**- ^coS^±^#r Sr L tz lecis U y ^' & 10%# 14 Si fir * /l^ U > . P H 
6.8-7.2(Richard-Allan,MI)T"H -> it \>UZ L , F*l A L . l^^C 

«. 3t AO iZ-if y 7° )V Z Ti ssueTek VI P ( Mi 1 es , NY) X ill X L . # ^ y 7° )V & 7 7 
J y * IZ&W.L . S^ab-y^'yh (Leica, Germany) «t 0 iB If «J ^ * 
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ft: . 

i^.T(Om 1 1*3 =fc X/m29l l Z ^ $ tlX H h A IL8RhK0V <> X & J: V' ^ ,f, WT V> X 

x t j± k -t & fc us a ko-? <> x t a % m * fflr as a » *5 ft * #f Bt If CO m $3 H T M 

W fc 18fg«I ^ ifi # l£ L ft . 





x- ^ ^ 


ft AS Jfli yR 


BALffl BS 
(BAL) 




WT:KO 

tt 


cos 


WT 

KO 


1293566 
336697 


422348 j 
55877 


32.65 
16.60 


1-97 


iympho 


WT 
KO 


6596926 
7247362 


156121 

69341 j 


2,37 
0.96 


2,47 


neutro 


WT 
KO 


2442790 
4190160 


12529 
1174 


0,51 
0.03 


1831 



3 y y- n — )v & <£ xf v a » ft Jt m t & n h ^ * t jv ~r $ > m m w igE^j m t ± 9 
ytitc^ot^t. * ft «9> * ko« a v ^ x ~e m m § tt ft m ^ l ft #? k at & & 

tt . TWk>-'yiitHfcco^#ftcofta6T&^ft,, ffl««n^f 3 h 'Jxyc4&^ 
HL, v x h m M is i V if S a SR A» 6 <o x 9 x ? - -tf EJtS £ f fl % L , ± S *& * tt 
9 y W£Mlti~? h z. t tz «fc r> X «,l«iHC54t £ £ i: ft! £> ix T ^ £ co 

I L8RhcO jfe tt Iff « W fc JNf F*J ^ co SB Jfe to 9 (c U # L . la&ttC&BSOfllM 

03 

otssnT^siat, Hffij Aunt % t tt § * fit jit *? s k tt » o g s n s r 
t'/wy^iffli^fcjwattj: o 24fg it * l , <?■ co — -yj x mm m tt 3fg co jm ^ & ^ l 

ft . b h qs jbl t> i ft ffi 3( iff BS m co 4} ^ L ft ^ *» # ft S co X" . i *l ^ co t - 

^ tt il-8s&« t m*i co iff is « co m 3i t= * ffi co a »j ^ * ft -r ; 1 1 91 < * . 

±IB^IItJj:IfBl31fciSS^TV^4J: 3 fc , WTv ^ X fc Jt Wt t T KO v> X tt fll 
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m tf m m iz m ti. m m co m ft iz n x co m 2: * l tz . z\ ti it * x 5 1 L8Rh < m 

ul L8Rh) & JfH**»««<73'SEfc:J»<7)rtfteJ:V±fitaaL7:SP»-r4 £ t £ 

y^^sRij.tt^jffttuftfcjtuTfcaaesii*. ± la * 1 1 1= * s ti x ^4 ± 3 c, 

WTPgJ&V ^Xt Jt fig L T lQSIL8RhK0V ^ Xfli , Hfiliaillt- U V 5ft 

a i v e «t» « to t ti ^ x % ti -e ti 2. 5m a =t v i&& co « ^ tp^i± t fc . i n ^ 
co f - 9 \± b F 'J y;*«tiJ:tfj£tt»J«lii L-sg S#*fifoT04; fc a» m $> ti T 
no, iAt f f t- - * * co # k $ ii |s| # 1 1 m fle £ ^ -f- i £: A* *n t> tl X \> 

'J V^*«jiJGSfc:tJ»t4 inuIL8RhcoS£-£- W^S&^ii . H33-4H;^ JiltlU 

l«ai**#4LTtUi LT i . IS W 3r tA if $ ii WTM ft t it « L T * L < M 

"3 , WTKJ ft T Ji ¥ % « =Sr M » so » @ *j J; # t V* « it 36* ft L X V* fc . 
* ft fJ if tA if < Sr n WTB^ JR Kj ft T $ x . (5 t A if f ^ T co « « £ & V Ml « A* * 3E 
ti 1 tfffBJSRT* 4 SK*MT'SiS $ fit h (036-351=^ § T & ) , * 
<r> - -fr X II b ^ if co V & g it T 4 ko v ^ x x It ± S M « S *f ft ^ « * g ft 
T V-> § CO ^ X h ~> it. (M 39-41 IZ SSat^S). 

< iWMLX \^ 6 tzib ^ tJ i t^'muIL8Rh(i V> < o ^ CO Dg CO m ffl. CO 5& SS K t3 T 
JMW=Sra»lt*fcLT^*fcft. i ix A> co ~r - 9 ii # & Jfli « a 38 JtS 8 co 3 y h 
n - ^ iz m L X i± b F lz fe ft 4 A co M H (c ti ^ T I L-8£* ll^gl^lttn 
Si t £ 3t < ^ >S -t h . IL-8Smif'Jcoffiffl(i;<.-X7-f yK/Kcittr?tt«feft 

tffiii*f^^cor-^^M^t. a 3 iff it m a ± ^ v ^ « co a * m ^ -r «, ^ t 
t i o t » co ^ w ^ m « * & # -r s i t >&* «r ffi -c fo s . » bs sr u t it » jr m a 
£vzni&&b Lxm^j£WffizmftT&<niz®mz&K?tx? 
h 

tz tb t v ^ f m m a x u ti is m m it m m -r * co t . i l-ss tptjnsffl^fcj&Kiis 
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I K ^PJ £ m ^ -ft CO r& m i± ± m co % X 5 ng Jft * r ;!* co t> CO t R $ O 7° n 

T if 2E § ix T v> 5 . ffl ^ 4. ix -i. r y >- fi ?f # T ;P 7' 5 y & tz (i *> 0 ^ - . 7' 
? ? ^ , * 3 m m m co X 3*AI:7U;K-^?l^it;H 5 ttt^tv>St 
co \\ £ 6 T P ;k y y $■ & # if . ^KteSe«iUi:±i£«J: 34 7 UH' y 5: ffl n 
x - n y ;p 1L t J: 4 nfij ft <n ffi % o *<7 10* ffi & T , tt 0 . 1*» 6 lOmg/kgco # - g 

7°n7^-;HcL/i^o-C^^S^^a-^»T#IRl*lta-¥-S^S/h*^ I L-8S 

lOmg/kgcD #. - W g A ffl & #■ 5 T If JPR ft t= !ft 5- § ft ft fit I L-8St ft £ ffl ^ T ( 4 & 
fi ft ft W i| ^] ¥ W 7' n 7 4 -/Lt= LfctfoTtfeJgSftfcK^MTWlltrttefjfc* 
£ :fx £ /h # ^ I L-8S Kffl*fflV^T)"SA«0ffeffi(cgiS«V^'C»Sl*i6*^-4ii: 
CJ: ^Tffl^^S . «ffiafclL-8*Sfjtffl*fflv^J&«±<^)J6i!lii||jR^)Bi»fc: 
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(D-mmm 

(i)fcttiSA : Genentech, Inc . 

( i flj © tt : 58 

(iv)«at5ftSf 

(A) ffipjf : Genentech, Inc . 

(B) « D : 460 Point San Bruno Blvd 

(C) t(5r(J^ : South San Francisco 

(D) iMi : California 

(E) @£ : USA 

(F) §|3ffi#-*f : 94080 

(A) ^f*Ii : 3.5-f 1.44Mb 7H»i;-?U* 

(B) n>tTi~^ — : IBM PC5g|$| 

(C) ;f ^ 1/ - ^ 4 > ^ v 7, =r A : PC-DOS/MS-DOS 

(D) V -7 (- i? i7 : WinPatin(Genentech) 

CA)taHB#^ 

(B)tB a 

(vii)«3S A ©M$R 

(A)^b5 : Love, Richard B. 
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(B)gtS#^ : 34, 659 

(OS : P0874P2PCT 

(viii)S(gtf « 

U)^r V 7 * - > : 415/225-5530 
(B)f W 7 7 v # X : 415/952-9881 
(Of V v >? X : 910/371-7168 

(2)ga?(J#^(SEQ ID K0):lfDtf « : 
(UffiyjeDWiSc 

U)M £ : 22^ - J* ^ 7 - 

(B) §! : ^ffi 

( C ) * bv'V J* : > > V ft 

(D) h Ttf □ S> — ; fi^tt 

(xi)K?ij : SEQ ID N0:1 : 

CAGTCCAACT GTTCAGGACG CC 22 

(2)12 5 1 ! # "*3 (SEQ ID M0):2OtS^ : 
(i)iE?ij£Dftf§t 

(A)fi? : 22^ — X ^ 7 - 

(b)^ : mm 

(d> h # p ^ - : m.mvt 

(xi)E?tJ : SEQ ID N0;2 : 

GTGCTGCTCA TGCTGTAGGT GC 22 
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(2)fi5"J**<SEQ ID N0):3®tit$g : 
: 23^ — ^ ^ t — 
(C)7 b5> f : '>>y)l/ 

(xi)R?U : SEQ ID N0:3 : 

GAAGTTGATG TCTTGTGAGT GGC 23 

(2)I2*iJ#^(SEQ ID N0):4©tf $g : 

(i)ffi^j ©Ra 

(A) fl ;* : 24^; — X ^ 7* — 

(B) 39 : «T K 

( C ) * h -7 > H :>>^;U 

(xi )ffi ?0 : SEC ID N0:4 : 

GCATCCTAGA GTCACCGAGG AGCC 24 

(2)U*iJ#^<SE(i ID HO):5<2>tft«B : 

(A) R? : 22^ — ^^-T — 

(B) S : 

( C ) * h > Y : v > V ;U 

(D) h n y - : 

(si)SE?!j : SEQ ID N0:5 : 
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CACTGGCTCA GGGAAATAAC CC 22 

(2)|E?iJ#-^{SEQ ID NO):6<2>«« : 
(i>0E?'J©^gt 

(A) g £ : 22-^ — X ^7 — 

(B) a : @H 

(D) h ?H a i? — : aHMtt 
(xi )BSjaj : SEQ ID N0:6 : 

GGAGAGCTGG GAAGGTGTGC AC 22 

(2)K5U (SEQ ID N0):7CDt«$S : 

(A) g £ : 35^ — 7, ^ T — 

(B) M : « K 

(C) X !• 7 > F : ^ 

(D) h j« d i> - : i£ gg« 

(xi)ft 3»J : SEQ ID 1(0:7 : 

ACAAACGCGT ACGCTGACAT CGTCATGACC CAGTC 35 

<2)E*J#*(SE<i ID IO):BZ>tiftR : 

( i)B n <d mm. 

(B)^ : ttS 
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<D) h n i> - : IM« 

(xi)I3?'J : SEQ ID W0:8 : 

ACAAACGCGT ACGCTGATAT TGTCATGACT CAGTC 35 

(2)ffiJfiJ##<SE0 ID I0):9OM 48 : 

( i ) m n co m m. 

(B) M : feg 

( C ) * 1>7> K : > d/ ;i/ 

(D) b jK D 3? - : £ JNtt 

(xi)E5U : SEQ ID NO: 9 : 

ACAAACGCGT ACGCTGACAT CGTCATGACA CAGTC .35 

(2)1M (SEQ IE N0):10<Dt#IB : 

<i)B3 *.!<»«?» 

( A) K £ : 37^ — -X 7 — 

(B)sa : mm 

( c ) x v > k : i> v ;v 

<D)V#ni?-:jltaH* 

(xi)BE?'J : SEQ IB NO: 10 : 

GCTCTTCGAA TGGTGGGAAG ATGGATACAG TTGGTGC 37 



(2)E5»J#-9(SEQ ID NO):llfflflf« 
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{ A)S $ : 39-< — ^ y 7 — 
(B)SS : ^ m 

(D) h # n 5;- : jfiM« 

(xi)E?J : SEQ ID 110:11 : 

CGATGGGCCC GGATAGACCG ATGGGGCTGT TGTTTTGGC 33 

(2)E*J*9<5EQ ID N0):12<Ofit $g : 
( i ) BE W © H S£ 

(A) A # : 39^- * r - 

(B) ffl : «R 

(D)h^n y - : lift 

(xi)Sdm : SEQ ID NO: 12 : 

CGATGGGCCC GGATAGACTG ATGGGGCTGT CGTTTTGGC 39 

(Z)E« « (SEQ ID N0):13ff>«« : 

(A) « * : ^ Z - 

(B) M : 

(C) X h ^ > H : *s > ^ ;u 



(xi )E : SEQ IB NO: 13 : 

CGATGGGCCC GGATAGACGG ATGGGGCTGT TGTTTTGGC 39 



(68) 



1 1-509840 



C2)BW«*(SBQ ID N0):14<&« ft : 
(DEW &%rm 

U)m 2 : 39>-c - * ^ 7* — 

(B) a : Mas 

(C) X h ^ > K : 5> > ? JV 

(D) b # D v - : EiMtt 

(xi)H3 W : SEQ ID NO! 14 : 

CGATGGGCCC GGATAGACAG ATGGGGCTGT TGTTTTGGC 39 

(2)E9rj#^(SEQ ID N0):15ti)flt* : 
(i)K?J 

(A)S <* : — X ^ 7" — 

(D) V # D - : figfitt 

(xi)HB ?!1 : SEQ ID N0:15 : 

CGATGGGCCC GGATAGACCG ATGGGGCTGT TGTTTTGGC 39 

(2)EM#*(SBQ ID N0):16^+f : 
<DEM<Z>W« 

(A) g£ : 39^ — ^^-^ — 

(B) S : tt R 

(D ) h n — : 



(69) fffrf 1 1-5 09840 

(xi)BBJ«J : SEQ ID N0:16 : 

CGATGGGCCC GGATAGACTG ATGGGGCTGT TGTTTTGGC 39 

(2)BE5»J ( SEQ ID N0):17GDt#?a : 

(A) R 3 : 39i - * t T - 

(B) S : mm 

(C) X h =7 > H : ^ > ^ ;U 

(D) h # a 3? - : jfiljM* 

(xi )R5IJ : SEQ ID NO: 17 : 

CGATGGGCCC GGATAGACAG ATGGGGCTGT TGTTTTGGC 39 

(2)gB5iJ ( SEQ ID N0):18<ZHff ffi : 
(i)BH#l ©^Si 

(A) g£ : 39^ — .X ^. T — 

(B) S : 

(C) X h -5 >■ H : i/ > if Jl> 

(D) h a V - : iS 

(xi )S3 9(| : SEQ ID NO: 18 : 

CGATGGGCCC GGATAGACGG ATGGGGCTGT TGTTTTGGC 39 

(2)E^J#^(SEQ ID NO): 19© iff 38 : 

( i ) he m © m m 

(A)K £ : 369-^- X 7 — 

(b)s ; mm 



(70) 



T 1 1-509840 



{ C ) X h 9 > P : > ^ )V 



(xi )E &] : SEQ ID NO : 19 : 



GACATTGTCA TGACACAGTC TCAAAAATTC ATGTCCACAT CAGTAGGAGA 50 

CAGGGTCAGC GTCACCTGCA AGGCCAGTCA GAATGTGGGT ACTAATGTAG 100 

CCTGGTATCA ACAGAAACCA GGGCAATCTC CTAAAGCACT GATTTACTCG 150 

TCATCCTACC GGTACAGTGG AGTCCCTGAT CGCTTCACAG GCAGTGGATC 200 

TGGGACAGAT TTCACTCTCA CCATCAGCCA TGTGCAGTCT GAAGACTTGG 250 

CAGACTATTT CTGTCAGCAA TATAACATCT ATCCTCTCAC GTTCGGTCCT 300 

GGGACCAAGC TGGAGTTGAA ACGGGCTGAT GCTGCACCAC CAACTGTATC 350 
CATCTTCCCA CCATTCGAA 369 



(2)IW (SEQ ID N0):20©ff : 

(i)KW© W* 

(A) g £ : 1237- * J m 

(B) gg : 7- 5. y m 

( C ) 1 # D y — : K ifttt 

<xi)E?y : SEQ ID R0:20 : 

Asp lie Val Met Thr Gin Ser Gin Lys Phe Met Ser Thr Ser Val 
1 5 10 15 

Gly Asp Arg Val Ser Val Thr Cys Lys Ala Ser Gin Asn Val Gly 
20 25 30 

Thr Asn Val Ala Trp Tyr Gin Gin Lys Pro Gly Gin Ser Pro Lys 
35 40 45 

Ala Leu lie Tyr Ser Ser Ser Tyr Arg Tyr Ser Gly Val Pro Asp 
50 55 60 

Arg Phe Thr Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr lie 
€5 70 75 

Ser His Val Gin Ser Glu Asp Leu Ala Asp Tyr Phe Cys Gin Gin 
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80 85 90 

Tyr Asn lie Tyr Pro Leu Thr Phe Gly Fro Gly Thr Lys Leu Glu 
95 100 105 

Leu Lys Arg Ala Asp Ala Ala Pro Pro Thr Val Ser lie Phe Pro 
110 115 120 

Pro Phe Glu 
123 

(2)K£iJ#^-(SEQ ID H0):21eo«« : 
{ i)EM©«r« 

<A)fi £ : 417^— X ^ ~7 - 
<B)S : }£B£ 

( C ) * b- ^ > Y : i/ > ^ ;U 

(D) h 7ft n — : 



<xi)E#J : SEQ ID N0:21 : 

TTCTATTGCT ACAAACGCGT ACGCTGAGGT GCAGCTGGTG GAGTCTGGGG 5 0 

GAGGCTTAGT GCCGCCTGGA GGGTCCCTGA AACTCTCCTG TGCAGCCTCT 100 

GGATTCATAT TCAGTAGTTA TGGCATGTCT 1GGGTTCGCC AGACTCCAGG 150 

CAAGAGCCTG GAGTTGGTCG CAACCATTAA TAATAATGGT GATAGCACCT 200 

ATTATCCAGA CAGTGTGAAG GGCCGATTCA CCATCTCCCG AGACAATGCC 2 50 

AAGAACACCC TGTACCTGCA AATGAGCAGT CTGAAGTCTG AGGACACAGC 300 

CATGTTTTAC TGTGCAAGAG CCCTCATTAG TTCGGCTACT TGGTTTGGTT 350 

ACTGGGGCCA AGGGACTCTG GTCACTGTCT CTGCAGCCAA AACAACAGCC 4 00 
CCATCTG1CT ATCCGGG 417 



(2)K JU#*(SEQ ID K0):2Z©«* : 
<i)B*J 

(A) ft £ : 130T * J m 

(B) 3S : T X J m 

(C) F#DSJ-:j«flltt 



(72) 1 1-509840 



(xi)ffi^J : SEQ ID N0:22 : 

Glu Val Gin Leu Val Glu Ser Gly Gly Gly Leu Val Pro Pro Gly 
1 5 10 15 

Gly Ser Leu Lys Leu Ser Cys Ala Ala Ser Gly Phe He Phe Ser 
20 25 30 

Ser Tyr Gly Met Ser Trp Val Arg Gin Thr Fro Gly Lys Ser Leu 
35 40 . 45 

Glu Leu Val Ala Thr He Asn Asn Asn Gly Asp Ser Thr Tyr Tyr 
50 55 60 

Pro Asp Ser Val Lys Gly Arg Phe Thr He Ser Arg Asp Asn Ala 
€5 70 75 

Lys Asn Thr Leu Tyr Leu Gin Met Ser Ser Leu Lys Ser Glu Asp 
80 85 90 

Thr Ala Met Phe Tyr Cys Ala Arg Ala Leu He Ser Ser Ala Thr 
95 100 105 

Trp Phe Gly Tyr Trp Gly Gin Gly Thr Leu Val Thr Val Ser Ala 
110 115 120 

Ala Lys Thr Thr Ala Pro Ser Val Tyr Pro 
125 130 



(2)BE^J#-^(SEQ ID N0):23<Df£« : 
( i ) BE m <D » m 

(Bm : mm 

C C ) X h 7 > H : 5/ y V ;i/ 
(D)b # D £✓ — : lift 

{xi )SH M : SEQ ID N0:23 : 

ACAAACGCGT ACGCTGATTVT CGTCATGACA G 31 



(2)I£#J##(SEQ ID HD):24<0«* 



(73) 
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(A) ft <* : SI-* - * ^ 7> - 

(B) S : at 

(CM F?>F : is > 7>V 
(D) b *' d s? - : * II 

(ii)B3?!l : SEQ ID N0:24 : 

GCAGCATCAG CTCTTCGAAG CTCCAGCTTG G 31 

(2)K3?>J ( SEQ ID K0):25©tff6 : 

( i ) m n o> m m 

(A) ft if : 21 * ^ 7 - 

(B) S> ; &m 

( C ) ^ b 5 > K : •> > if }\> 

( d ) h if, u v - : mm®. 

(xi )gS 9iJ : SEQ ID N0:25 : 

CCACTAGTAC GCAAGTTCAC G 21 

(2)ffi?!J#^(SEQ ID V0):ZS(D>mm : 

(A) fi* : - ^ ^ 7 — 

(B) S8 : tt 

( C ) X h 5 > H : > if A, 

(D) b d i? - : 

UDIE^J : SEQ ID 110:26 : 

GATGGGCCCT TGG1GGAGGC TGCAGAGACA GTG 



(74) 1 1-509840 

(2)E £'J # ^ ( SEQ IB NO) :27<Z> ff fg : 
(i)BM O ft ft 

(A) ftS : 7H^ - * ^ T - 

(B) ffl : mm 

(Ox h*v> K : ^ > ^ ;v 
(xi)SE^rJ : SEQ ID N0:27 : 



ATGAAGAAGA 


ATATCGCATT 


TCTTCTTGCA 


TCTATGTTCG 


TTTTTTCTAT 


50 


TGCTACAAAC 


GCGTACGCTG 


ATATCGTCAT 


GACACAGTCT 


CAAAAATTCA 


100 


TGTCCACATC 


AGTAGGAGAC 


AGGGTCAGCG 


TCACCTGCAA 


GGCCAGTCAG 


150 


AATGTGGGTA 


CTAATGTAGC 


CTGGTATCAA 


CAGAAACCAG 


GGCAATCTCC 


200 


TAAAGCACTG 


ATTTACTCGT 


CATCCTACCG 


GTACAGTGGA 


GTCCCTGATC 


2S0 


GCTTCACAGG 


CAGTGGATCT 


GGGACAGATT 


1CACTCTCAC 


CATCAGCCAT 


300 


GTGCAGTCTG 


AAGACTTGGC 


AGACTATTTC 


1GTCAGCAAT 


ATAACATCTA 


350 


TCCTCTCACG 


TTCGGTCCTG 


GGACCAAGCT 


GGAGCTTCGA 


AGAGCTGTGG 


400 


CTGCACCATC 


TGTCTTCATC 


TTCCCGCCAT 


CTGATGAGCA 


GTTGAAATCT 


450 


GGAACTGCTT 


CTGTTGTGTG 


CCTGCTGAAT 


AACTTCTATC 


CCAGAGAGGC 


500 


CAAAGTACAG 


TGGAAGGTGG 


ATAACGCCCT 


CCAATCGGGT 


AACTCCCAGG 


550 


AGAGTGTCAC 


AGAGCAGGAC 


AGCAAGGACA 


GCACCTACAG 


CCTCAGCAGC 


600 


ACCCTGACGC 


TGAGCAAAGC 


AGACTACGAG 


AAACACAAAG 


TCTACGCCTG 


650 


CGAAGTCACC 


CATCAGGGCC 


TGAGCTCGCC 


CGTCACAAAG 


AGCTTCAACA 


700 



GGGGAGAGTG TTAA 714 

(2)K?iJS^(SEQ ID N0):28<r>tS^ : 
( i ) & m O ft 

(A)M * : 2377 ^ J m 

( C ) h aK n *j - : UM tt 



(75) 1 1-509840 



<xi )E m : SEQ ID NQ;28 : 

Met Lys Lys Asn lie Ala Phe Leu Leu Ala Ser Met Phe Val Phe 

I 5 10 15 

Ser He Ala Thr Asn Ala Tyr Ala Asp lie Val Met Thr Gin Ser 

20 25 30 

Gin Lys Phe Met Ser Thr Ser Val Gly Asp Arg Val Ser Val Thr 

35 40 45 

Cvs Lys Ala Ser Gin Asn Val Gly Thr Asn Val Ala Trp Tyr Gin 

* 50 55 60 

Gin Lys Pro Gly Gin Ser Pro Lys Ala Leu He Tyr Ser Ser Ser 

65 "70 75 

Tyr Arg Tyr Ser Gly Val Pro Asp Arg Phe Thr Gly Ser Gly Ser 

80 85 90 

Gly Thr Asp Phe Thr Leu Thr lie Ser His Val Gin Ser Glu Asp 

95 100 105 

Leu Ala Asp Tyr Phe Cys Gin Gin Tyr Asn He Tyr Pro Leu Thr 

110 115 ~ 120 

Phe Gly Pro Gly Thr Lys Leu Glu Leu Arg Arg Ala Val Ala Ala 

125 130 135 

Pro Ser Val Phe lie Phe Pro Pro Ser Asp Glu Gin Leu Lys Ser 

140 145 150 

Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg 

155 " 160 165 

Glu Ala Lys Val Gin Trp Lys Val Asp Asn Ala Leu Gin Ser Gly 

170 175 180 

Asn Ser Gin Glu Ser Val Thr Glu Gin Asp Ser Lys Asp Ser Thr 

185 190 195 

Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu 

200 205 210 

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gin Gly Leu Ser 

215 220 225 

Ser Pro Val Thr Lys Ser: Phe Asn Arg Gly Glu Cys 

230 235 237 



(2)IE£rj#^(SE(i ID N0):29£^tf^ : 
( i ) E ?rj CD ft m 

(A)S 2 : 75B-C - x T - 



(76) 1 1-509840 

(xi )E #J : SEQ ID N0:29 : 

ATGAAAAAGA ATATCGCATT TCTTCTTGCA TCTATGTTCG TTTTTTCTAT 50 

TGCTACAAAC GCGTACGCTG AGGTGCAGCT GGTGGAGTCT GGGGGAGGCT 100 
TAGTGCCGCC TGGAGGGTCC CTGAAACTCT CCTGTGCAGC CTCTGGATTC 150 
AT AT TCAGT A GTTATGGCAT GTCTTGGGTT CGCCAGACTC CAGGCAAGAG 200 
CCTGGAGTTG GT CGCAACCA TTAATAATAA TGGTGATAGC ACCTATTATC 250 
CAGACAGTGT GAAGGGCCGA TTCACCATCT CCCGAGACAA TGCCAAGAAC 300 
ACCCTGTACC TGCAAATGAG CAGTCTGAAG 7CTGAGGACA CAGCCATGTT 350 
TTACTGTGCA AGAGCCCTCA TTAGTTCGGC TACTTGGTTT GGTTACTGGG 4 00 
GCCAAGGGAC TCTGGTCACT GTCTCTGCAG CCTCCACCAA GGGCCCATCG 4 50 
GTCTTCCCCC TGGCACCCTC CTCCAAGAGC ACCTCTGGGG GCACAGCGGC 500 
CCrGGGCTGC CTGGTCAAGG ACTACTTCCC CGAACCGGTG ACGGTGTCGT 550 
GGAACTCAGG CGCCCTGACC AGCGGCGTGC ACACCTTCCC GGCTGTCCTA €00 
CAGTCCTCAG GACTCTACTC CCTCAGCAGC GTGGTGACCG TGCCCTCCAG 650 
CAGCTTGGGC ACCCAGACCr ACATCTGCAA CGTGAATCAC AAGCCCAGCA 700 
ACACCAAGGT GGACAAGAAA GTTGAGCCCA AATCTTGTGA CAAAACTCAC 750 
ACATGA 756 



(2)S2#J S ^ (SEQ ID N0):30£)fg : 

{k)M # : 2S\T t J m 
(B)S ; T I / m 

(c)h*n$? - : mm « 



(xi)BB yij ; SEQ ID IJO:30 : 



(77) 
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Met Lys Lys Asn lie Ala Phe Leu Leu Ala Ser Met Phe Val Phe 

15 10 15 

Ser He Ala Thr Asn Ala Tyr Ala Glu Val Gin Leu Val Glu Ser 

20 25 30 

Gly Gly Gly Leu Val Pro Pro Gly Gly Ser Leu Lys Leu Ser Cys 

35 40 45 

Ala Ala Ser Gly Phe He Phe Ser Ser Tyr Gly Met Ser Trp Val 

50 55 ** 60 

Arg Gin Thr Pro Gly Lys Ser Leu Glu Leu Val Ala Thr He Asn 

65 70 75 

Asn Asn Gly Asp Ser Thr Tyr Tyr Pro Asp Ser Val Lys Gly Arg 

80 - 85 90 

Phe Thr He Ser Arg Asp Asn Ala Lys Asn Thr Leu Tyr Leu Gin 

95 100 105 

Met Ser Ser Leu Lys Ser Glu Asp Thr Ala Met Phe Tyr Cys Ala 

110 115 120 

Arg Ala Leu He Ser Ser Ala Thr Trp Phe Gly Tyr Trp Gly Gin 

125 130 135 

Gly Thr Leu Val Thr Val Ser Ala Ala Ser Thr Lys Gly Pro Ser 

140 145 150 

Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr 

155 160 " 165 

Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val 

170 175 180 

Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr 

185 190 195 

Phe Pro Ala Val Leu Gin Ser Ser Gly Leu Tyr Ser Leu Ser Ser 

200 205 " 210 

Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gin Thr Tyr He 

215 220 225 

Cys Asn Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys Lys 



230 



235 



240 



Val Glu 



Pro 



Lys 



Ser 
245 



Cys Asp Lys 



Thr 



His 
250 



Thr 
251 



(2)R5U #-^(SEQ ID NO) : 31® fit « 

(A)H £ : 22^ — ^ — 



(78) 
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(B) s : mm 

(Ox b 7 > r* : •> > y ^ 

(D)KDy-:Ii« 

<xi)E*l : SEQ ID N0:31 : 

CAGTCCAACT GTTCAGGACG CC 22 

(2)E?iJ#^(SEQ ID N0):3Z©1f ffi : 

( i ) s ai cd m m. 

( A)S £ : 22^ — ^ ^ T — 
(B>M : «K 

(C) Z Y 7 > }< : is > 

(D) h # n y - : lltt 

(xi)B5?lJ : SEQ ID N0:32 : 

GTGCTGCTCA TGCTGTAGGT GC 22 

(2>E*J ( SEQ ID N0};33fiQ«« : 
(i)BE?U£D*#^ 

(A}K $ : 23^- 7. - 
<B)g : 

(C) * h 9 > K : 2/ > yjl/ 

(D) h*Oi;-:ifiiilK 



(zDSJiJ : SEQ ID NO: 33 : 

CAACTTGATG TCTTGTGAGT GGC 23 



(79) 
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(2)SH?'J#^(SEQ ID 1TO):34<0«« : 
( i ) SB W CD fit 

(A)fi * : 24-^ - * ^ r - 

< C) ^ h ^ > H : : > > ^ ;i/ 

(d) b * n y - : mmvt 

(xi)E^J : SEQ ID N0:34 : 

GCATCCTAGA GTCACCGAGG AGCC 24 

(2>EJU#*(SEQ ID N0):35cDtf* : 
(DEW CD«i» 

(A) SS : 22^ - X ^ 7 ~ 

(B) S : tt 

(D) h * d i? - : Mia tt 
(xi)SM : SEQ ID N0:35 : 

CACTGGCTCA GGGAAATAAC CC 22 

<2)EMS^(SEQ ID N0):36OtS« : 
( D E ni © 4# m 

(B)S : «M 

( C ) X b ^ > ¥ : : > > ^ 71/ 
(D) h ijf n y - : i&Ktt 

(xi >E n : SEQ ID N0:36 : 



(80) 



ftflT 1 1-509840 



GGAGAGCTGG GAAGGTGTGC AC 22 

(2)E?'J # ( 5EQ ID NO): 37© tit « : 
( i ) BB n CD ft ft 

(A) « $ : 37 — * ^ y — 

(B) S : tt ft 

(d) > # d y - : m.m\% 

(xi)EJiJ : SEQ IE 110:37 : 

CCAArGCATA CGCTGACATC GTGATGACCC AGACCCC 37 

( 2 ) BE S ( SEQ IT N0):38cDtf« : 
<i)B3*»J©ftft 

(A)S £ : 37^- 7. — 

(t)m : mm 

(C) X b ? > F : is > <7 JV 

( D ) h # P is - : litt 

(xi)BE?U : SEQ ID (JO: 38 : 

CCAATGCATA CGCTGATATT GTGATGACTC AGACTCC 37 



(2)I« ( SEQ ID N0):39cDtf?B : 
{ i ) IS ¥1 <D ft ft 

(A)S $ : 37^ — ^ ^ T - 

(b)m : mm 

( C ) X b 7 > K : is > t>* )U 



(8 1) 
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(xi)&?'J : SEQ ID N0:39 : 

CCAATGCATA CGCTGACATC GTGATGACAC AGACACC 37 

(2)ffi?*J#^<SEQ I D N0):40ffl«?B : 

( i ) m m (D ft m 

(A) 5 £ : 35-* - * A 7 - 

(B) « : &BI 

( C ) ^ h 9 > H : •> > if }V 

(D) h # D S» - : IStt 

(xi)Sm : SEQ ID N0:40 : 

AGATGTCAAT TGCTCACTGG ATGGTGGGAA GATGG 35 

(2)ffi5iJ#^S- (SEQ ID N0):41CDtf#g : 
: 32-^ — X ^ 7* — 

(l]f#DJ> - : B « tt 

(xi)IE5U : SEQ ID N0:41 : 

CARACGCGTA CGCTGAGATC CAGCTGCAGC AG 32 

(2)EW*"9 (SEQ ID N0):42®«fg : 



(82) 1 1-509840 

( A) g £ : 32^ — ^ T — 

(B) S? : '4* S 

( C ) ^ h ^ > h" : S/ > ^ 

(D) F#n^ - : gift 

(xi)ffi jnj : SEQ ID N0:42 : 

CAAACGCGTA CGCTGAGATT CAGCTCCAGC AG 32 

(2)iZ?rj#^(SEQ ID !f0):43^«* : 

d)mn 

(A) I? : 39^ - X ^ T — 

(B) fi : 

( C ) * h ^ y Y : > > V to 

(D ) h ^ D Z? — : mmtk 

(xi)gE^iJ : SEQ ID N0:43 : 

CGATGGGCCC GGATAGACCG ATGGGGCTGT TGTTTTGGC 3 9 

(2)EH S-^{SEQ ID N0):44cDff : 
( A)H 2 : - ^ ^ 7 — 

(B) s : mm 

( C ) ^ h > K : tf > fif Jl/ 

(D) M D ^ - : IStt 

(xi)BE W : SEQ IE N0:44 : 



CGATGGGCCC GGATAGACTG ATGGGGCTGT TGTTTTGqc 39 



(83) 
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(2)E*J #^<SEQ ID HO):iB0mn : 
( i )E#J ©43 « 

(A) S <* : 39^ - ^ ^ 7- - 

(B) S : B6 

( C ) * f 5 > h- : i/ > <7 ;i/ 

(D) h*niJ- : StHtt 

(xi)BE?U : SEQ ID NO:45 : 

CGATGGGCCC GGATAGACAG ATGGGGCTGT TGTTTTGGC 39 

(2)E?IJ m ^ < SEQ ID N0):46£Dti ?g : 
CA)S 2 : 39-H — 7 ^ T — 

(B)ffl : mm 

IC)X h 5 > Y : P > if n, 

(D)b^D-^- : mmvt 

(xi )BE ?J : SEQ ID N0:46 : 

CGATGGGCCC GGATAGACGG ATGGGGCTGT TGTTTTGGC 39 

(2)K#J M (SEQ ID N0):47cDtS$a : 
(i>@&3*J 

(A) S^ : 391^— ^^7 — 

(B) ffl : 

( C ) * h 5 > K : > > >? )l> 

(D) hJPny-:B«ltt 
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(xi)E W : SEQ ID N0:47 : 

GATATCGTGA TGACACAGAC ACCACTCTCC CTGCCTGTCA GTCTTGGAGA 50 
TCAGGCCTCC ATCTCTTGCA GATCTAGTCA GAGCCTTGTA CACGGTATTG 100 
GAAACACCTA TTTACATTGG TACCTGCAGA AGCCAGGCCA GTCTCCAAAG 150 
CTCCTGATCT ACAAAGTTTC CAACCGATTT TCTGGGGTCC CAGACAGGTT 200 
CAGTGGCAGT GGATCAGGGA CAGATTTCAC ACTCAGGATC AGCAGAGTGG 250 
AGGCTGAGGA TCTGGGACTT TATTTCTGCT CTCAAAGTAC ACATGTTCCG 300 
CTCACGTTCG GTGCTGGGAC CAAGCTGGAG CTGAAACGGG CTGATGCTGC 350 
ACCAACTGTA TCCATCTTCC CACCATCCAG TGAGCAATTG A 3 91 



(A) « ^ : 1317 ^ ; 1 

(B) ffi : T X J Wt 

(C) h # u - : iSSBtt 

(xi )E HI : SEQ ID NO : 48 : 

Asp lie Val Met Thr Gin Thr Pro Leu Ser Leu Pro Val Ser Leu 
15 10 15 

Gly Asp Gin Ala Ser lie Ser Cys Arg Ser Ser Gin Ser Leu Val 
20 25 30 

His Gly lie Gly Asn Thr Tyr Leu His Trp Tyr Leu Gin Lys Pro 
35 40 45 

Gly Gin Ser Pro Lys Leu Leu lie Tyr Lys Val Ser Asn Arg Phe 
50 J 55 60 

Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp 
65 70 75 

Phe Thr Leu Arg lie Ser Arg Val Glu Ala Glu Asp Leu Gly Leu 
80 85 90 

Tyr Phe Cys Ser Gin Ser Thr His Val Pro Leu Thr Phe Gly Ala 
95 100 105 

Gly Thr Lys Leu Glu Leu Lys Arg Ala Asp Ala Ala Pro Thr Val 
110 ' J 115 120 

Ser lie Phe Pro Pro Ser Ser Glu Gin Leu Lys 
125 130 131 



(85) 1 1-509840 

(2)RM#^(SEQ ID NO):49<£>tf * : 

(A)M2 : 405^ - ^ ^ 7- — 

<b)^ : mm 

(C) Z V ^ > H : v- > ^ ;u 

(D) h # a ^ - : fi^tt 

(xi)ffi W : SEQ ID N0:49 : 

GAGATTCAGC TGCAGCAGTC TGGACCTGAG CTGATGAAGC CTGGGGCTTC 5 0 
AGTGAAGATA TCCTGCAAGG CTTCTGGTTA TTCATTCAGT AGCCACTACA 100 
TGCACTGGGT GAAGCAGAGC CATGGAAAGA GCCTTGAGTG GATTGGCTAC 150 
ATTGATCCTT CCAATGGTGA AACTACTTAC AACCAGAAAT TCAAGGGCAA 200 
GGCCACATTG ACT GTAG AC A CATCTTCCAG CACAGCCAAC GTGCAICTCA 250 
GCAGCCTGAC ATCTGATGAC TCTGCAGTCT ATTTCTGTGC AAGA.GGGGAC 300 
TATAGATACA ACGGCGACTG GTTTTTCGAT GTCTGGGGNG NAGGGACCAC 350 
GGTCACCGTC TCCTCCGCCA AAACCGACAG CCCCATCGGT CTATCCGGGC 4 00 
CCATC 4 05 



(2)E^'J#^(SEQ I'D NO):50cDfff« : 
(i)K?'J©4$& 

(A)fiS : 135T 5. J Wt 
<B)Sl : y ^ J m 



(xi)ffiflj : SEQ I D NO:50 
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Glu lie Gin Leu Gin Gin Ser Gly Pro Glu Leu Met Xys Tro Gly 
15 10 15 

Ala Ser Val Lys He Ser Cys Lys Ala Ser Gly Tyr Ser Fhe Ser 
20 25 30 

Ser His Tyr Met His Trp Val Lys Gin Ser His Gly Lys Ser Leu 
35 40 45 

Glu Trp He Gly Tyr He Asp Pro Ser Asn Gly Glu Thr Thr Tyr 
50 55 60 

Asn Gin Lys Phe Lys Gly Lys Ala Thr Leu Thr Val Asp Thr Ser 
65 *70 "75 

Ser Ser Thr Ala Asn Val His Leu Ser Ser Leu Thr Ser Asp Asp 
80 85 90 

Ser Ala Val Tyr Phe Cys Ala Arg Gly Asp Tyr Arg Tyr Asn Gly 
95 100 ICS 

Asp Trp Phe Phe Asp Val Trp Gly Xaa Gly Thr Thr Val Thr Val 
HO H5 120 

Ser Ser Ala Lys Thr Asp Ser Pro lie Gly Leu Ser Gly Pro He 
L25 130 135 

(2)E?fJ#-^(S£Q IB NO) : 51© tt^g : 
<A)M $ : - x 1 T - 

(B) m : m 

( C ) X V ^ > H : > > P Jl 

(D) h # a y — : mmw 

(li)ffi n : SEQ ID NO: 51 : 

CTTGGTGGAG GCGGAGGAGA CG 22 

S*J ^ ^ ( SEQ ID NO):52tf> ft $fi : 

( f ) e ?y <d m 

(A)S £ : 38^ — ^ ^ 7 - 



(87) 



1 1-509840 



(C) ^ Y ^ > H : is > P )V 

(xi)BE ?J : SEQ ID »0:52 ; 

GAAACGGGCT GTTGCTGCAC CAACTGTATT CATCTTCC 38 

(2)mm ( SEQ ID N0):53<Cfi»« : 

d)mn ©*$ m 

(A) g * : 31-* - * ^ T - 

(B) ffl : ftffi 

(D) h jH o i? - : iS^tt 

(xi)ffi ?|J : SEQ ID NO: 53 : 

GTCACCGTCT CCTCCGCCTC CACCAAGGGC C 31 

(Z)E9J ( SEQ ID N0):54©<fif3B : 
{ i ) K W © W Sit 

(A) g£ : 22-^. — 7, r — 

(B) S : tiEB 

( C ) ^ >- 5 > I 5 : > > *f )V 

(D) h aH D 5> - : ifi^tt 

(xi)K ?Ll : SEQ ID N0:54 : 

CTTGGTGGAG GCGGAGGAGA CG 22 

(2}EJtJ#f (SEQ ID NO): 55© : 



(88) 1 1-509840 

(A) M£ : 72 9^ — X ^ 7^ — 

(B) 9i : mm 

( C ) X h 5 > K : > > # )V 
(xi)iH^J : SBQ ID N0:55 : 

ATGAAGAAGA ATATCGCATT TCTTCTTGCA TCTATGTTCG TTTTTTCTAT 50 
TGCTACAAAT GCATACGCTG ATATCGTGAT GACACAGACA CCACTCTCCC 100 
TGCCTGTCAG TCTTGGAGAT CAGGCCTCCA TCTCTTGCAG ATCTAGTCAG L50 
AGCCTTGTAC ACGGTATTGG AAACACCTAT TTACATTGGT ACCTGCAGAA 200 
GCCAGGCCAG TCTCCAAAGC TCCTGATCTA CAAAGTTTCC AACCGATTTT 250 
CTGGGGTCCC AGACAGGTTC AGTGGCAGTG GATCAGGGAC AGATTTCACA 300 
C TC AG GAT C A GCAGAGTGGA GGCTGAGGAT CTGGGACTTT ATTTCTGCTC 350 
TCAAAGTACA CATGTTCCGC TCACGTTCGG TGCTGGGACC AAGCTGGAGC 4 00 
TGAAACGGGC TGTTGCTGCA CCAACTGTAT 1CATCTTCCC ACCATCCAGT 4 50 
GAGCAATTGA AATCTGGAAC TGCCTCTGTT GTGTGCCTGC T GAAT AACTT 500 
CTATCCCAGA GAGGCCAAAG TACAGTGGAA GGTGGATAAC GCCCTCCAAT 550 
CGGGTAACTC CCAGGAGAGT GTCACAGAGC AGGACAGCAA GGACAGCACC 600 
TAG AG CCTC A GCAGCACCCT GACGCTGAGC AAAGCAGAC T ACGAGAAACA 650 
CAAAGTCTAC GCCTGCGAAG TCACCCATCA GGGCCTGAGC TCGCCCGTCA 700 
CAAAGAGCTT CAACAGGGGA GAGTGTTAA 129 

(2)EM#-5(SEQ ID N0):56CDff^ : 
( i ) BE m <D ft m 

(A) ft * : 242T ^ J m 

(B) a : r $ ? m 



(xi)EW : SEQ ID 0 : 5 6 



(89) 1 1-509840 



Met Lys Lys Asn He Ala Phe Leu Leu Ala Sex Met Fhe Val Phe 

1 5 10 15 

Ser He Ala Thr Asn Ala Tyr Ala Asp He Val Met Thr Gin Thr 

20 25 30 

Pro Leu Ser Lea Pro Val Ser Leu Gly Asp Gin Ala Ser He Ser 

35 40 45 

Cys Arg Ser Ser Gin Ser Leu Val His Gly He Gly Asn Thr Tyr 

50 55 60 

Leu His Trp Tyr Leu Gin Lys Pro Gly Gin Ser Pro Lys Leu Leu 

65 70 ~ 75 

He Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro Asp Arg Phe 

80 85 90 

Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Arg lie Ser Arg 

95 100 105 

Val Glu Ala Glu Asp Leu Gly Leu Tyr Phe Cys Ser Gin Ser Thr 

110 115 120 

His Val Pro Leu Thr Phe Gly Ala Gly Thr Lys Leu Glu Leu Lys 

125 130 135 

Arg Ala Val Ala Ala Pro Thr Val Phe He Phe Pro Pro Ser Ser 

140 145 150 

Glu Gin Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn 

155 160 165 

Asn Phe Tyr Pro Arg Glu Ala Lys Val Gin Trp Lys Val Asp Asn 

170 175 180 

Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 

185 190 195 

Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser 

200 * 205 210 

Lys Ala Asp Tyr Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr 

215 220 225 

His Gin Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arg Gly 

230 235 240 

Glu Cys 
242 



(B) ffi : 

(C) X b 9 > P : v- > 9 ft 



(90) fffrf 1 1-5 09840 

(xi)S3?U : SEQ ID N0:57 : 



ATGAAAAAGA 


ATATCGCATT 


TCTTCTTGCA 


TCTATGTTCG 


TTTTTTCTAT 


50 


TGCTACAAAC 


GCGTACGCTG 


AGATTCAGCT 


GCAGCAGTCT 


GGACCTGAGC 


100 


TGATGAAGCC 


TGGGGCTTCA 


GTGAAGATAT 


CCTGCAAGGC 


TTCTGGTTAT 


150 


TCATTCAGTA 


GCCACTACAT 


GCACTGGGTG 


AAGCAGAGCC 


ATGGAAAGAG 


200 


CCTTGAGTGG 


ATTGGCTACA 


TTGATCCTTC 


CAATGGTGAA 


ACTACTTACA 


250 


ACCAGAAATT 


CAAGGGCAAG 


GCCACATTGA 


CTGTAGACAC 


ATCTTCCAGC 


300 


ACAGCCAACG 


TGCATCTCAG 


CAGCCTGACA 


TCTGATGACT 


CTGCAGTCTA 


350 


TTTCTGTGCA 


AGAGGGGACT 


ATAGATACAA 


CGGCGACTGG 


TTTTTCGATG 


400 


TCTGGGGCGC 


AGGGACCACG 


GTCACCGTCT 


CCrCCGCCTC 


CACCAAGGGC 


450 


CCATCGGTCT 


TCCCCCTGGC 


ACCCTCCTCC 


AAGAGCACCT 


CTGGGGGCAC 


500 


AGCGGCCCTG 


GGCTGCCTGG 


TCAAGGACTA 


CTTCCCCGAA 


CCGGT GACGG 


550 


TGTCGTGGAA 


CTCAGGCGCC 


CTGACCAGCG 


GCGTGCACAC 


CTTCCCGGCT 


€00 


GTCCTACAGT 


CCTCAGGACT 


CTACTCCCTC 


AGCAGCGTGG 


TGACCGTGCC 


650 


CTCCASGAGC 


TTGGGCACCC 


AGACCTACAT 


CTGCAACGTG 


AATCACAAGC 


700 


CCAGCAACAC 


CAAGGTGGAC 


AAGAAAGTTG 


AGCCCAAATC 


TTGTGACAAA 


750 


ACTCACACAT 


GA 7 62 











(2)B2?iJ#^(SEIl ID N0):58CDS« : 
(i)BS?'J 

(A) H £ : 253T = J M 

(B) S : T 5; J m 

(C) h D : filKtt 



( x i ) Sfi ^ij : SEQ ID N0:58 : 



(91) 1 1-509840 



Met Lys Lys Asn lie Ala Phe Leu Leu Ala Ser Met Phe VaL Phe 

15 10 15 

Ser lie Ala Thr Asn Ala Tyr Ala Glu lie Gin Leu Gin Gin Ser 

20 ' 25 30 

Gly Pro Glu Leu Met Lys Pro Gly Ala Ser Val Lys lie Ser Cys 

35 40 45 

Lys Ala Ser Gly Tyr Ser Phe Ser Ser His Tyr Met His Trp Val 

50 55 60 

Lys Gin Ser His Gly Lys Ser Leu Gla Trp lie Gly Tyr lie Asp 

65 70 75 

Pro Ser Asn Gly Glu Thr Thr Tyr Asn Gin Lys Phe Lys Gly Lys 

80 " 85 * 90 

Ala Thr Leu Thr Val Asp Thr Ser Ser Ser Thr Ala Asn Val His 

95 100 105 

Leu Ser Ser Leu Thr Ser Asp Asp Ser Ala Val Tyr Phe Cys Ala 

110 115 " 120 

Arg Gly Asp Tyr Arg Tyr Asn Gly Asp Trp Phe Phe Asp Val Trp 

125 130 135 

Gly Ala Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys Gly 

140 145 150 

Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly 

155 160 165 

Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu 

170 175 180 

Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val 

185 190 195 

His Thr Phe Pro Ala Val Leu Gin Ser Ser Gly Leu Tyr Ser Leu 

200 205 210 

Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gin Thr 

215 220 225 

Tyr lie Cys Asn Val Asn His Lys Pro Ser Asn Thr Lys Val Asp 

230 235 240 

Lys Lys Val Glu Pro Lys Ser Cys Asp Lys Thr His Thr 

245 250 253 
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[05] 
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[011] 



^ 3L p ^ }V A ^ 9 — Hz 



t-8 




!7mg/mL 17mg/nL 
TWSn=14 Tiftfn=5 

1 1 a 




o=6 



17mgfaL t7mg/nL 
TWS»=I4 TNBSn=5 

1'** IvirtIL-8 

lib 



tfe & *£ 



200 



+1 



150 



2 




100 



n=6 



lvi^7K Iv$Ll.L-8 

1 1 C 




4* mm 



TMBS»=M TMBSn=5 

; Iva7jc Iv6tIL-8 
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[011] 

m ?e <d v- if <* *f * SS a « a la 





(104) 



1 1-509840 



[112] 




TIVtiTMYV-to Jn.IL-8 7<>)9iT rVhn 1 * fitlL-8 7W<T 3>M-* 

a* cassis a *b§m fan* 

^ ;v - r ( n=5 -y- ^ / ^ ;u - r ) 



(10 5) 1 1-509840 

[ m 1 3 ] 

LSI 7* ^ -f V - 

KKLC-1, 22mer 

5' CAGTCCAACTGTTCAGGACGCC 3' (SEQ ID NO:l) 

MKLC-2, 22mer 

5' GTGCTGCTCATGCTGTAGGTGC 3* (SEQ ID NO: 2) 

MKLC-3, 23mer 

5- GAAGTTGATGTCTTGTGAGTGGC 3' (SEQ ID NO: 3) 

IGG2AC-1, 24mer 

5' GCATCCTAGAGTCACCGAGGAGCC 3* (SEQ ID NO: 4) 

IGG2AC-2, 22mer 

5* CACTGGCTCAGGGAAATAACCC 3' (SEQ ID NO: 5) 

IGG2A03 , 22mer 

5* GGAGAGCTGGGAAGGTGTGCAC 3 ' {SEQ ID NO: 6 J 

MIS 

[014] 
Lffi E y =y A v — 
SL001A-2 35 roer 

5* ACAAACGCGTACGCT GACATCGTCATGACCCAGTC 3' (SEQ ID MO: 1) 

XT T (SEQ ID NO : 8 ) 

A (SEQ ID NO:9) 

SL001B 37 mer 

5- GCTCTTCGAATG GTGGGAAGATGGATACAGTTGGTGC 3' (SEQ ID WO: 10} 

m i 4 



(10 6) fffrf 1 1-5 09840 

[115] 
HH iE -7 -7 -f V — 
SL002B 3 9 liter 

5' CGATGGGCCCGG ATAGACCGATGGGGCTGTTGTTTTGGC 3 ' (SEQ ID NO: 11} 

T C (SEQ ID NO: 12) 

G (SEQ ID NO: 13) 

A (SEQ ID NO: 14) 

nmm ? -t ? - 

SL002B 39-MER 

5' CGATGGGCCCGG ATAGACCGATGGGGCTGTTGTTTTGGC 3 ' (SEQ ID HO: 15) 

T (SEQ ID NO: 16) 

A (SEQ ID NO: 17) 

G (SEQ ID NO: 18) 



m i 5 
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[116] 

1 GACATTGTCA TGACACAGTC TCAAAAATTC ATGTCCACAT CAGTAGGAGA CAGGGTCAGC 
CTGTAACAGT ACTGTGTCAG AGTTTTTAAG TACAGGTGTA GTCATCCTCT GTCCCAGTCG 
1DIVM TQS QKF MSTS VGD R V S 

61 GTCACCTGCA AGGCCAGTCA GAATGTGGGT ACTAATGTAG CCTGGTATCA ACAGAAACCA 
CAGTGGACGT TCCGGTCAGT CTTACACCCA TGATTACATC GGACCATAGT TGTCTTTGGT 
21 V T C K A SO N V G T M VA W Y « «KP 



CDR #1 

121 GGGCAATCTC CTAAAGCACT GATTTACTCG TCATCCTACC GGTACAGTGG AGTCCCTGAT 
CCCGTTAGAG GATTTCGTGA CTAAATGAGC AGTAGGATGG CCATGTCACC TCAGGGACTA 
41 G Q S P KAL 1Y S S g "V R Y S C VPD 



CDR 12 

161 CGCTTCACAG GCAGTGGATC TGGGACAGAT TTCACTCTCA CCATCAGCCA TGTGCAGTCT 
GCGAAGTGTC CGTCACCTAG ACCCTGTCTA AAGTGAGAGT GGTAGTCGGT ACACGTCAGA 
61RFTG SGS GTD FTLT I S R VQS 

241 GAAGACTTGG CAGACTATTT CTGTCAGCAA TATAACATCT ATCCTCTCAC GTTCGGTCCT 
CTTCTGAACC GTCTGATAAA GACAGTCGTT ATATTGTAGA TAGGAGAGTG CAAGCCAGGA 
81EDLA DYF CQQ Y N I Y P L T F G P 



CDR 13 

301 GGGACCAAGC TGGAGTTGAA ACGGGCTGAT GCTGCACCAC CAACTGTATC CATCTTCCCA 
CCCTGGTTCG ACCTCAACTT TGCCCGACTA CGACGTGGTG GTTGACATAG GTAGAAGGGT 
101 GTKL ELK RAD A A P P TVS I F P 

BfitBX 

361 CCATTCGAA (SEQ ID NO: 19) 

GGTAAGCTr 

121 P F E [SEQ ID NO: 20) 



016 



(108) 



T 1 1-509840 



[117] 

1 TTCTATTGCT ACAAACGCGT ACGCTGAGGT GCAGCTGGTG GAGTCTGGGG GAGGC TTAGT 
AAGATAACGA TGTTTGCGCA TGCGACTCCA CGTCGACCAC CTCAGACCCC CTCCGAATCA 
1 EV Q I> V CSGG GLV 

61 GCCGCCTGGA GGGTCCCTGA AACTCTCCTG TGCAGCCTCT GGATTCATAT TCAGTAGTTA 
CGGCGGACCT CCCAGGGACT TTGAGAGGAC ACGTCGGAGA CCTAAGTATA AGTCATCAAT 

13 PPG GSLK LSC AAS G F I F S S T 

* ■* 

CDR il 

121 TGGCATGTCT TGGGTTCGCC AGACTCCAGG CAAGAGCCTG GAGTTGGTCG CAACCATTAA 
ACCGTACAGA ACCCAAGCGG TCTGAGGTCC GTTCTCGGAC CTCAACCAGC GTTGGTAATT 
33 G M S WVRQ TPG KSL E L V A TIN 



161 TAATAATGGT GATAGCACCT ATTATCCAGA CAGTGTGAAG GGCCGATTCA CCATCTCCCG 
ATTATTACCA CTATCGTGGA TAATAGGTCT GTCACACTTC CCGGCTAAGT GGTAGAGGCC 
53 N N G D STY YPD SVK GRFT I S R 



CDR #2 

241 AGACAATGCC AAGAACACCC TGTACCTGCA AATGAGCAGT CTGAAGTCTG AGGACACAGC 

TCTGTTACGG TTCTTGTGGG ACATGGACGT TTACTCGTCA GACTTCAGAC TCCTGTGTCG 

"7 3 D N A KNTL Y L Q HSS LKSE DTA 

301 CATGTTTTAC TGTGCAAGAG CCCTCATTAG TTCGGCTACT TGGTTTGGTT ACTGGGGCCA 
GTACAAAATG ACACGTTCTC GGGAGTAATC AAGCCGATGA ACCAAACCAA TGACCCCGGT 
93MFY C A R A ITS SAT WFG Y W G Q 



CDR #3 

361 AGGGACTCTG GTCACTGTCT CTGCAGCCAA AACAACAGCC CCATCTGTCT 
TCCCTGAGAC CAGTGACAGA GACGTCGGTT TTGTTGTCGG GGTAGACAGA 
113 GTL VTVS AAK TTA PSVY 

Apal 

411 ATCCGGG (SEQ ID NO: 21) 

TAGG CCC 

130 P {SEQ ID NO: 22) 

m i 7 



(10 9) fffrf 1 1-5 09840 

[118] 

VL. front 31-MER 

5 1 ACAAACfiCSXACGCTfiAlAICGTCATGACAG 3* (Seq id NO: 23) 
VL.rear 31-MER 

5' GCAGCATCAGCT CTTCGAA GCTCCAGCTTGG 3' (SEQ ID NO: 24) 
VH.front.SPE 21-MER 

5' CC ACTAGTA CGCAAGTTCACG 3* (SEQ ID NO: 25) 

VH.rear 33-MER 

5' GAT GGGCCC TTGGTCGAGGCTGCAGAGACAGTG 3" (SEQ ID NO: 2 6) 



m i 8 



(110) 



T 1 1-509840 



[119] 

1 ATGAAGAAGA ATATCGCATT TCTTCTTGCA TCTATGTTCG T T TTT T CTAT TGCTACAAAC 
TACTTCTTCT TATAGCGTAA AGAAGAACGT AGATACAAGC AAAAAAGATA ACGATGTTTG 
-23 MKKN I A F L L A SMFV F S I ATM 

61 GCGTACGCTG ATATCGTCAT GACACAGTCT CAAAAATTCA TGTCCACATC AGTAGGAGAC 
CGCATGCGAC TATAGCAGTA CTGTGTCAGA GTTTTTAAGT ACAGGTGTAG TCATCCTCTG 
-3AYAD I V H TQS QKFM STS VGD 

121 AGGGTCAGCG TCACCTGCAA GGCCAGTCAG AATGTGGGTA CTAATGTAGC CTGGTATCAA 
TCCCAGTCGC AGTGGACGTT CCGGTCAGTC TTACACCCAT GATTACATCG GACCATAGTT 
18RVSV TCK A SO H V G T W V A W Y Q 



CDR tl 

181 CAGAAACCAC GGCAATCTCC TAAAGCACTG ATTTACTCGT CATCCTACCG GTACAGTGGA 
GTCTTTGGTC CCGTTAGAGG ATTTCGTGAC TAAATGAGCA GTAGGATGGC CATGTCACCT 
38QKPG Q S P K A L I Y S S 5 Y R Y S G 

CDR #2 

241 GTCCCTGATC GCTTCACAGG CAGTGGATCT GGGACAGATT TCACTCTCAC CATCAGCCAT 
CAGGGACTAG CGAAGTGTCC GTCACCTAGA CCCTGTCTAA AGTGAGAGTG GTAGTCGGTA 
58 V P D R FTG SGS GTDF TLT ISH 

3 01 GTGCAGTCTG AAGACTTGGC AGACTATTTC TGTCAGCAAT ATAACATCTA TCCTCTCACG 
CACGTCAGAC TTCTGAACCG TCTGATAAAG ACAGTCGTTA TATTGTAGAT AGGAGAGTGC 
■78VQSE DLA DYF C Q Q Y N T Y P L T 



COR #3 

BstBI 

361 TTCGGTCCTG GGACCAAGCT GGAGCTTCGA AGAGCTGTGG CTGCACCATC TGTCTTCATC 
AAGCCAGGAC CCTGGTTCGA CCTCGAAGCT TCTCGACACC GACGTGGTAG ACAGAAGTAG 
98FGPG TKL ELR R A V A APS V F I 

421 TTCCCGCCAT CTGATGAGCA GTTGAAATCT GGAACTGCTT CTGTTGTGTG CCTGCTCAAT 
AAGGGCGGTA GACTACTCGT CAACTTTAGA CCTTGACGAA GACAACACAC GGACGACTTA 
118 F P P S DEO L K S G T A S V V C L L If 

4 81 AACTTCTATC CCAGAGAGGC CAAAGTACAG TGGAAGGTGG ATAACGCCCT CCAATCGGGT 
TTGAAGATAG GGTCTCTCCG GTTTCATGTC ACCTTCCACC TATTGCGGGA GGTTAGCCCA 
138 N F Y P R E A K V Q W K V D N A L Q S G 

541 AACTCCCAGG AGAGTGTCAC AGAGCAGGAC AGCAAGGACA GCACCTACAG CCTCAGCAGC 
TTGAGGGTCC TCTCACAGTG TCTCGTCCTG TCGTTCCTGT CGTGGArGTC GGAGTCGTCG 
158 N S U E S V T E Q D S K D S T Y S L S S 

601 ACCCTGACGC TGAGCAAAGC AGACTACGAG AAACACAAAG TCTACGCCTG CGAAGTCACC 
TGGGACTGCG ACTCGTTTCG TCTGATGCTC TTTGTGTTTC AGATGCGGAC GCTTCAGTGG 
178 T L T L SKA DYE K H K V Y A C E V T 

€61 CATCAGGGCC TGAGCTCGCC CGTCACAAAG AGCTTCAACA GGGGAGAGTG 
GTAGTCCCGG ACTCGAGCGG GCAGTGTTTC TCGAAGTTGT CCCCTCTCAC 
19B H Q G L S S P V T K S F N R G E C 

711 TTAA {SEQ ID NO:2*?) 

AATT 

216 O {SEQ ID NO:28) 

M 1 9 



(Ill) 



Tl 1-509840 



[020] 

1 ATGAAAAAGA ATATCGCATT TCTTCTTGCA TCTATGTTCG TTTTTTCTAT TGCTACAAAC 
TACTTTTTCT TATAGCGTAA AGAAGAACGT AGATACAAGC AAAAAAGATA ACGATGTTTG 
-23 MKKN IAF LLA SMFV FSI ATN 

61 GCGTACGCTG AGGTGCAGCT GGTGGAGTCT GGGGGAGGCT TAGTGCCGCC TGGAGGGTCC 
CGCATGCGAC TCCACGTCGA CCACCTCAGA CCCCCTCCGA ATCACGGCGG ACCTCCCAGG 
-3 A Y A E VQL VE S GGGL V P P GGS 

121 CTGAAACTCT CCTGTGCAGC CTCTGGATTC ATATTCAGTA GTTATGGCAT GTCTTGGGTT 
GACTTTGAGA CGACACGTCG GAGACCTAAG TATAAGTCAT CAATACCCTA CAGAACCCAA 
18 L K L S C A A S G F I T g S Y G M S W V 



CDR il 

181 CCCCAGACTC CAGGCAAGAG CCTGGAGTTG GTCGCAACCA TTAATAATAA TGGTGATAGC 
GCGGTCTGAG GTCCGTTCTC GGACCTCAAC CAGCGTTGGT AATTATTATT ACCACTATCG 
38RQTP GKS LEL V A T I N MM CD S 



241 ACCTATTATC CAGACAGTGT GAAGGGCCGA TTCACCATCT CCCGAGACAA TGCCAAGAAC 
TGGATAATAG GTCTGTCACA CTTCCCGGCT AAGTGGTAGA GGGCTCTGTT ACGGTTCTTG 
50TYYP DSV KGR FTIS R D N AKN 



CDR *2 

301 ACCCTGTACC TGCAAATGAG CAGTCTGAAG TCTGAGGACA CAGCCATGTT TTACTGTGCA 
TGGGACATGG ACGTTTACTC GTCAGACTTC AGACTCCTGT GTCGGTACAA AATGACACGT 
18TLYL QM S SLK SEDT AMP YCA 

361 AGAGCCCTCA TTAGTTCGGC TACTrGGTTT GGTTACTGGG GCCAAGGGAC TCTGGTCACT 
TCTCGGGAGT AATCAAGCCG ATGAACCAAA CCAATGACCC CGGTTCCCTG AGACCAGTGA 
98 R A L ,1 J S £ b I W £ £ Y W G QGT L V T 



CDR #3 

Apal 

421 GTCTCTGCAG CCTCCACCAA GGGCCCATCG GTCTTCCCCC TGGCACCCTC CTCCAAGAGC 
CAGAGACGTC GGAGGTGGTT CCCGGGTAGC CAGAAGGGGG ACCGTGGGAG GAGGTTCTCG 
118 V S A A S T K CPS V F f I* APS S K S 

481 ACCTCTGGGG GCACAGCGGC CCTGGGCrGC CTGGTCAAGG ACTACTTCCC CGAACCGGTG 
TGGAGACCCC CGTGTCGCCG GGACCCGACG GACCAGTTCC TGATGAAGGG GCTTGGCCAC 
136 T S G G T A A L G C L V K D Y F P £ P V 

541 ACGGTGTCGT GGAACTCAGG CGCCCTCACC AQCOGCGTGC ACACCTTCCC GGCTGTCCTA 
TGCCACAGCA CCTTGAGTCC GCGGGACrGG TCGCCGCACG TGTGGAAGGG CCGACAGGAT 
15S T V S W N 5 G ALT S G V H T F P A V L 

601 CAGTCCTCAG GACTCTACTC CCTCAGCAGC GTGGTGACCG TGCCCTCCAG CAGCTTGGGC 
GTCAGGAGTC CTGAGATGAG GGACTCGTCG CACCACTGGC ACGGGAGGTC CTCGAACCCG 
179 Q S S G L Y S L S S V V T V P S S S L G 

661 ACCCAGACCT ACATCTGCAA CGTGAATCAC AAGCCCAGCA ACACCAAGGT GGACAAGAAA 

TGGGTCTGGA TGTAGACGTT GCACTTAGTG TTCGGGTCGP TGTGGTTCCA CCTGTTCTTT 
195 T Q T Y JCN V 17 H K P S t* T X V D K K 

721 GTTGAGCCCA AATCTTGTGA CAAAACTCAC ACATGA (SEO ID NO: 23) 

CAACTCGGGT TTAGAACACT GTTTTGAGTG TGTACT 
21B V E I> K £ " D K T H TO SEQ ID NO: 30) 

12 0 
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[12 1] 

LSI 7 *? J V — 
MKLC-1. 22mer 

5* CAGTCCAACTGTTCACGACGCC 3' (SEQ ID NO: 31) 

MKLC-2. 22mer 

5' GTGCTGCTCATGCTGTAGGTGC 3' [SEQ ID NO: 32) 

MKLC-3. 23mer 

5" GAAGTTGATGTCTTGTGAGTGGC 3' [SEQ ID NO: 331 

Hgl 7 5 -f v - 
IGG2AC-1, 24mer 

S' GCATCCTAGAGTCACCGAGGAGCC 3* (SEQ ID NO : 34 1 
IGG2AC-2, 22mer 

5' CACTGGCTCAGGGAAATAACCC 3' (SEQ ID NO: 35) 

IGG2AC-3. 22mer 

5' GGAGAGCTGGGAAGGTGTGCAC 3" <SEQ ID NO: 36) 

12 1 

[022] 
LH E 7 7 -f v - 
6G4. light. Nsi 36-MER 

5' CCAATGCATACGCT GAC ATC GTG ATG ACC CAG ACC CC 3 ' (SEQ ID NO:3T) 

T T T T I SEQ ID NO:3B) 

A A (SEQ ID NO:39) 

6G4.light.Mun 35-MER 

5* AGA TGT CAA TTG CTC ACT GGA TGG TGG GAA GAT GG 3' (SEQ ID NO: 40) 

12 2 



(113) 1 1-509840 

[ H 2 3 ] 

nm i 7 7 y v - 

6G4 .heavy .Mlu 32-MER 

5* CAAACGCGTACGCT GAG ATC CAG CTG CAG CAG 3" (SEQ ID NO: 41) 

T C (SEQ ID NO: 42) 



a* y ^ -i v - 

SL002B 39-MER 

5' CGATGGGCCCGG ATAGACCGATGGGGCTGTTGTTTTGGC 3 * (SEQ ID NO:*43) 

T (SEQ ID NO: 44) 

A (SEQ ID NO: 45) 

G (SEQ ID NO: 46) 



12 3 
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[124] 

70 G ArATCGTGAT GACACAGACA CCACTCTCCC TGCCTGTCAG TCTTGGAGAT 
C TATAGCACTA CTGTGTCTGT GGTGAGAGGG ACGGACAGTC AGAACCTCTA 
ID 3 V M T Q T PJUSL PV S LGD 

121 CAGGCCTCCA TCTCTTGCAG ATCTAGTCAG AGCCTTGTAC ACGGTATTGG AAACACCTAT 
GTCCGGAGGT AGAGAACGTC TAGATCAGTC TCGGAACATG TGCCATAACC TTTGTGGATA 
18 <? A S I SCR S SO SLVH GIG U T V 

CDR #1 

181 TTACATTGGT ACCTGCAGAA GCCAGGCCAG TCTCCAAAGC TCCTGATCTA CAAAGTTTCC 

AATGTAACCA TGGACGTCTT CGGTCCGGTC AGAGGTTTCG AGGACTAGAT GTTTCAAAGG 

38 L H W Y LQK P G Q SPKL I. 2 V K V s 

CDR 12 

241 AACCGATTTT CTGGGGTCCC AGACAGGTTC AGTGGCAGTG GATCAGGGAC AGATTTCACA 
TTGGCTAAAA GACCCCAGGG TCTGTCCAAG TCACCGTCAC CTAGTCCCTG TCTAAAGTGT 
5BNRFS GVP DRF SGSG SGT DFT 



301 CTCAGGATCA GCAGAGTGGA GGCTGAGGAT CTGGGACTTT ATTTCTGCTC TCAAAGTACA 
GAGTCCTAGT CGTCTCACCT CCGACTCCTA GACCCTGAAA TAAAGACGAG AGTTTCATGT 

78LRIS R V E AED LGLY FCS Q £ I 

* * * * 

CDR #3 

361 CATGTTCCGC TCACGTTCGG TGCTGGGACC AAGCTGGAGC TGAAACGGGC TGATGCTGCA 
G TAC AAGGCG AGTGCAAGCC ACGACCCTGG TTCGACCTCG ACTTTCCCCG ACTACGACGT 
96 H V P L TFG AGT KLEL KRA DAA 



Muni 

421 CCAACTGTAT CCATCTTCCC ACCATCCAGT GAG CAA TTGA (SEQ ID NO: 47) 

GGTTGACATA GGTAGAAGGG TGGTAGGTCA CTCGTTAACT 

118 PTVS IFP PSS EQLK (SEQ ID NO:48) 

m 2 4 
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[025] 

70 G AGATTCAGCT GCAGCAGTCT GGACCTGAGC TGATGAAGCC TGGGGCTTCA 
C TCTAAGTCGA CGTCGTCAGA CCTGGACTCG ACTACTTCGG ACCCCGAAGT 
IE I Q L Q Q S GPEL MKP GAS 

121 GTGAAGATAT CCTGCAAGGC TTCTGGTTAT TCATTCAGTA GCCACTACAT GCACTGGGTG 
.CACTTCTATA GGACGTTCCG AACACCAATA AGTAAGTCAT CGGTGATGTA CGTGACCCAC 
18VKIS CKA S G Y S F S S H Y M H W V 



181 AAGCAGAGCC ATGGAAAGAG CCTTGAGTGG ATTGGCTACA TTGATCCTTC CAATGGTGAA 
TTCGTCTCGG TACCTTTCTC GGAACTCACC TAACCGATGT AACTAGGAAG GTTACCACTT 
38 K Q E H GKS LEW IGYI 0 P . S K G E 



241 ACTACTTACA ACCAGAAATT CAAGGGCAAG GCCACATTGA CTGTAGACAC ATCTTCCAGC 
TGATGAATGT TGGTC TTTAA GTTCCCGTTC CGGTGTAACT GACATCTGTG TAGAAGGTCG 
58 TTYN QKF K GK ATLT VDT SSS 



301 ACAGCCAACG TGCATCTCAG CAGCCTGACA TCTGATGACT CTGCAGTCTA TTTCTGTGCA 
TGTCGGTTGC ACGTAGAGTC GTCGGACTGT AGACTACTGA GACGTCAGAT AAAGACACGT 
78 T A N V HLS SLT SDDS AVY F C A 

361 AGAGGGGACT ATAGATACAA CGGCGACTGG TTTTTCGATG TCTGGGGCGC AGGGACCACC 
TCTCCCCTGA TATCTATGTT GCCGCTGACC AAAAAGCTAC AGACCCCGCG TCCCTGGTGC 
98 R G DY KYN G D H F £ Q V W G A G T T 



CDR #1 



CDR #2 



CDR #3 

BstEIl 



Apal 
TATC C GGGCC 
AT AGG CCCGG 
S G P 



421 GTCACCGTCT CCTCCGCCAA AACCGACAGC CCCATCGGTC 
CA G TGOC AG A GGAGGCGGAT TTGGCTGTCG GGGTAGCCAG 
11B VTVS SAK TDS P I G L 



471 CATC 
GTAG 
135 I 



(SEQ ID NO:«> 



(SEQ ID NO:50> 
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[026] 

5' CTTGGTGGAGGCGGAGGAGACG 3' <SEQ ID NO: 51) 

6G425VUC n^&X^-ZV^*^?,??'!^- 

DS/VF 38MER 

5' GAAACGGGCTGTTGCTGCACCAACTGTATTCATCTTCC 3' (SEQ ID NO: 52 ) 

SYN.BstEII 31 MER 

5* GTCACCGTCT CCTCCGCCTC CACCAAGGGC C 3* (SEQ ID NO: 53 ) 

SYN.Apa 22 MER 

5' CTTGGTGGAGGCGGAGGAGACG 3* (SEQ ID NOr54) 



02 6 
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[127] 

1 ATGAAGAAGA ATATCGCATT TCTTCTTGCA TCTATGTTCG TTTTTTCTAT TGCTACAAAT 

TACTTCTTCT TATAGCGTAA AGAAGAACGT AGATACAAGC AAAAAAGATA ACGATGTTTA 
-23 MKKH I A F L L. A SMFV F S I A T N 

61 GCATACGCTG ATATCGTGAT GACACAGACA CCACTCTCCC TQCCTGTCAG TCTTGGAGAT 

CGTATGCGAC TATAGCACTA CTGTGTCTGT GGTGAGAGGG ACGGACAGTC AGAACCTCTA 

-3 A Y A D I V M TQT PLSL P V S LGD 

121 CAGGCCTCCA TCTCTTGCAG ATCTAGTCAG AGCCTTGTAC ACGGrATTGG AAACACCTAT 

GTCCGGAGGT AGAGAACGTC TAGATCAGTC TCGGAACATC TGCCATAACC TTTGTGGATA 

18QASI SCR S SO SLVH GIG N T Y 



CDR II 

161 TTACATTGGT ACCTGCAGAA GCCAGGCCAG TCTCCAAAGC TCCTSATCTA CAAAGTTTCC 

AATGTAACCA TGGACGTCTT CGGTCCGGTC AGAGGTTTCG AGGACTAGAT GTTTCAAAGG 

38LHWY LQK PGQ SPKL L I Y K V S 

» • • « * 

CDR #2 

241 AACCGATTTT CTGGGGTCCC AGACAGGTTC AGTGGCAGTG GATCAGGGAC AGATTTCACA 

TTGGCTAAAA GACCCCAGGG TCTGTCCAAG TCACCGTCAC CTAGTCCCTG TCTAAAGTGT 

53 N K F £ GVP DRF SGSG SGT DPT 
* # * ■* 



301 CTCAGGATCA GCAGAGTGGA GGCTGAGGAT CTGGGACTTT ATTTCTGCTC TCAAAGTACA 
GAGTCCTAGT CGTCTCACCT CCGACTCCTA GACCCTGAAA TAAAGACGAG AGTTTCATGT 

TBLRIS RVE AED LGLY PCS Q £ 1 

* *■ * 

CDF #3 

361 CATGTTCCGC TCACGTTCGG TGCTGGGACC AAGC1X5GAGC TGAAACGGGC TGTTGCTGCA 
GTACAAGGCG AGTGCAAGCC ACGACCCTGG TTCGACCTCG ACTTTGCCCG ACAACGACGT 
9S H V P I. TFG A G T K L. E L KRA V A A 



421 CCAACTGTAT TCATCTTCCC ACCATCCAGT 
GGTTGACATA AGTAGAAGGG TGGTAGGTCA 
118 P T V F I F P P S S 

481 GTGTGCCTGC TGAATAACTT CTATCCCAGA 
CACACGGACG ACTTATTGAA GATAGGGTCT 
138 V C L h N N F Y P R 

541 GCCCTCCAAT CGGGTAACTC CCAGGAGAGT 
CGGGAGGTTA GCCCATTGAG GGTCCTCTCA 
158 A L 0 5 C N S Q E S 

601 TACAGCCTCA GCAGCACCCT GACGCTGAGC 
ATGTCGGAGT CGTCGTGGGA CTGCGACTCG 
17B YSI/S STi T L S 

661 GCCTGCGAAG TCACCCATCA GGGCCTGAGC 
CGGACGCTTC AGTGGGTAGT CCCGGACTCG 
198 A C E V T H Q G L S 

121 GAGTGTTAA (SEQ ID NO: 55) 

CTCACAATT 
218 ECO {SEQ ID NO: 56) 



GAGCAATTGA AATCTGGAAC TGCCTCTGTT 
CTCGTTAACT TTAGACCTTG ACGGAGACAA 
E Q L K SGT A S V 

GAGGCCAAAG TACAGTGGAA GGTGGATAAC 
CTCCGGTTTC ATGTCACCTT CCACCTATTG 
E A K V O W K V D iV 

GTCACAGAGC AGGACAGCAA GGACAGCACC 
CAGTGTCTCG TCCTGTCGTT CCTGTCGTGG 
V T E Q D S K D S T 

AAAGCAGACT ACGAGAAACA CAAAGTCTAC 
TTTCGTCTGA TGCTCTTTGT GTTTCAGATG 
K A D Y E K H K V Y 

TCGCCCGTCA CAAAGAGCTT CAACAGGGGA 
AGCGGGCAGT GTTTCTCGAA CTTGTCCCCT 
S P V T E S F If R G 
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[128] 

1 ATGAAAAAGA ATATCGCATT TCTTCTTGCA TCTATGTTCG TTTTTTCTAT TGCTACAAAC 

TACTTTTTCT TATAGCGTAA AGAAGAACGT AGATACAAGC AAAAAAGATA ACGATGTTTG 
-23 MKKN I A F LLA SMFV F S I ATM 

61 GCGTACGCTG AGATTCAGCT GCAGCAGTCT GGACCTGAGC TGATGAAGCC TCGCGCTTCA 
CGCATGCGAC TCTAAGTCGA CGTCGTCAGA CCTGGACTCG ACTACTTCGG ACCCCGAAGT 
*3 A V A E IQL OQS G F E I* MKP GAS 

121 GTGAAGATAT CCTGCAAGGC TTCTGGTTAT TCATTCAGTA GCCACTACAT GCACTGGGTG 
CACTTCTATA GGACGTTCCG AAGACCAATA AGTAAGTCAT CGGTGATGTA CGTGACCCAC 
1BVKIS CKA S O Y S y S S H Y M H W V 

CDR #1 

181 AAGCAGAGCC ATGGAAAGAG CCTTGAGTGG ATTGGCTACA TTGATCCTTC CAAKSGTGAA 
TTCGTCTCGG TACCTTTCTC GGAACTCACC TAACCGATGT AACTAGGAAG GTTACCACTT 
3BKQSH GKS LEW IGYI D PS KG E 



CDR *2 

241 ACTACTTACA ACCAGAAATT CAAGGGCAAG GCCACATTGA CTGTAGACAC ATCTTCCAGC 
TGATGAATGT TGGTCTTTAA GTTCCCG TTC CGGTGTAACT GACATCTGTG TAGAAGGTCG 
SS TTYN OKF K GK ATLT VDT SSS 



301 ACAGCCAACG TGCATCTCAG CAGCCTGACA TCTGATGACT CTGCAGTCTA TTTCTGTGCA 
TGTCGGTTGC ACGTAGAGTC GTCGGACTGT AGACTACTGA GACGTCAGAT AAAGACACGT 
7BTANV HLS SLT S D D S A V Y FCA 

361 AGAGGGGACT ATAGATACAA CGGCGACTGG TTTTTCGATG TCTGGGGCGC AGGGACCACG 
TCTCCCCTGA TATCTATGTT GCCGCTGACC AAAAAGCTAC AGACCCCGCG TCCCTGGTGC 
98 F G Q X E 3C M G D VT FTP V VJ G A G T T 



CDR *3 

421 GTCACCGTCT CCTCCGCCTC CACCAAGGGC CCATCGGTCT TCCCCCTGGC ACCCTCCTCC 
CAGTGGCAGA GGAGGCGGAG GTGGTTCCCG GGTAGCCAGA AGGGGGACCG TGGGAGGAGG 
118 VTVS S A S T K G P S V F P L A P S S 

461 AAGAGCACCT CTGGGGGCAC AGCGGCCCTG GGCTGCCTGG TCAAGGACTA CTTCCCCGAA 
TTCTCGTGGA GACCCCCGTG TCGCCGGGAC CCGACGGACC AGTTCCTGAT GAAGGGGCTT 
138 K S T S G G T AAV G C Z* V K D Y F P E 

541 CCGGTGACGG TGTCGTCGAA CTCAGGCGCC CTGACCAGCG GCGTGCACAC CTTCCCGGCT 
GGCCACTGCC ACAGCACCTT GAGTCCGCGG GACTGGTCGC CGCACGTGTG GAAGGGCCGA 
158 P V T V S W N S G A h T S G V H T F P A 

601 GTCCTACAGT CCTCAGGACT CTACTCCCTC AGCAGCGTGG TGACCGTGCC CTCCAGCAGC 
CAGGATGTCA GGAGTCCTGA GATGAQGGAG TCGTCGCACC ACTGGCACGG GAGGTCGTCG 
1*7 8 V L Q S S G li Y S L S S V V T V P SSS 

661 TTGGGCACCC AG AC CT AC AT CTGCAACGTG AATCACAAGC CCAGCAACAC CAAGGTGGAC 
AACCCGTGGG TCTGGATGTA GACGTTGCAC TTAGTGTTCG GGTCGTTGTG GTTCCACCTG 
196 L C T Q T y I C *f V tf H K B S N T K V D 

721 AAGAAAGTTG AGCCCAAATC TTGTGACAAA ACTCACACAT GA (£CQ ID NO:S7) 

TTCTTTCAAC TCGGGTTTAG AACACTGTTT TGAGTGTGTA CT 
21fi K K V E P K B C D K T H T O <SEQ ID NO:S8) 
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6 10 s -I 
5 10 s - 
4 10 s - 

* 3 1 0 s - 

s ; 
n 

2 10 s - 
1 10 s - 



0 10 l 




ill 



□ ft KG* 



EST* >? n -? t — v 
El U > ^ Jfc 

Hi I? t#» ^ 



Si 



WT OVA aero KO OW aero WTOVftip/aero KO 0\fc iD/aero 

mouse #823 Qrp4ff ^ (BALffiSS^ W Bf? ) 
mouse #780 =F f (glclst) 
Q Q mouse#833gn>3^ (ova-UEfc U ) 
^ 07 mouse #B2t grp2^ ^ (CBC4* <C M Jfe ) 
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1.6 10 6 -i 
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1.6 10 n 



1.4 10 6 - 



1.2 1CT- 



1 1CT- 



8 icr- 



» 6 10- 



4 10 - 



2 10 5 - 



0 10 




WTdayO KO day 0 WT day Z1 KO day 21 

3 1 



> 

O 
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300-i 
250- 
200- 



£ 150 



100- 



50- 



O 

o 



o 
o 
o 



o 
o 
o 



WTOWaero KO OVft aero WTOUUp/aero KOOWUp/aero 

mouse #833 grp3 ;f ^ ( 0 va-IgE & L ) 
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m 3 4 



(12 3) 



1 1-509840 



[13 5] 




m 3 s 
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1 3 6 
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03 7 



(12 6) 



1 1-509840 



[138] 




HI 3 8 
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